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Andrx Pharmaceuticals; Inc. e T —
Attention: David A. Gardner

4001 S.W. 47th Avenue, #201

Fort Lauderdale, FL 33314

Dear Sir:

This is in reference to your abbreviated new drug application
(ANDA) dated September 22, 1995, submitted pursuant to Section
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act), for
CARTIA XT (Diltiazem Hydrochloride Extended-release Capsules,
UsSP); 120 mg, 180 mg, 240 mg and 300 mg.

Reference is also made to your amendments dated February 18 and
26, May 8, June 2 and 25, 1998.

The listed drug product referenced in your application is subject
to a period of patent protection as follows:

Patent No. 5,470,584 - Expires May 20, 2011
Patent No. 5,439,689 - Expires August 8, 2012
Patent No. 5,364,620 - Expires November 14, 2011
Patent No. 5,286,497 - Expires May 20, 2011
Patent No. 5,002,776 - Expires March 26, 2008
Patent No. 4,894,240 - Expires January 16, 2007

Your application contains a patent certification under section
505(3) (2) (A) (vii) (IV) of the Act stating that your manufacture,
use, or sale of Diltiazem Hydrochloride Extended-release Capsules
will not infringe on the patent or that the patent is otherwise
invalid. You also included in your application notice to each
patent holder as required under section 505(j) (2) (B) (I). You
further informed the Agency that Hoechst Marion Roussel Inc.
initiated a patent infringement suit (Patent No. 5,470,584)
against you in United States District Court for the Southern
District of Florida(Hoechst Marion Roussel, Inc. and Carderm
Capital L.P. v. Andrx Pha;haceuticals, Inc., Civil Action No.
96-06121-CIV-Roettger) within the 45 day period described in
section 505(j) (5) (B) (iii), thereby triggering the 30 month period
identified in that section. The 30-month period identified i
section 505(3j) (5) (B) (iii) has now expired. -



We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your CARTIA XT (Diltiazem Hydrochloride
Extended-release Capsules USP) 120 mg, 180 mg, 240 mg and 300 mg
to be bioequivalent and, therefore, therapeutically equivalent to
the listed drug (Cardizem CD Capsules, 120 mg, 180 mg, 240 mg and
300 mg of Hoechst Marion Roussel Inc.). Your dissolution testing
should be incorporated into the stability and quality control
program using the same method proposed in your application.

Andrx was the first applicant to submit a substantially complete
ANDA with a section 505(3j) (2) (A) (vii) (IV) (“paragraph IV”)
certification and thus is eligible for 180 days of market
exclusivity. Such exclusivity will begin to run either from the
date Andrx begins commercial marketing, or from the date of a
decision of a court finding the patent invalid or not infringed,
whichever is earlier (Section 505(j) (5) (B) (iv) of the Act).
Please note that you are required to inform the Office of Generic
Drugs of a relevant court order and judgement under 21 CFR
-314.107 (e) (2) (iv) and of the date that you commence commercial
marketing of this drug product under 21 CFR 314.107 (c) (4).

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98. The
Office of Generic Drugs should be advised of any change in the
marketing status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-40). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.



We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted—to our Pivision of Drug Marketing, Advertising, and
Communications (HFD-40) with a completed Form FD-2253 at the time
of their initial use. ’

Sincerely yours,

o eg 1)3/78

Director
Office of Generic Drugs
Center for Drug Evaluation and Research
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Andrx Pharmaceuticals, Inc.
Attention: David A. Gardner
4001 S. W. 47" Avenue, Suite 201
Fort Lauderdale, FL 33314

Dear Sir:

This is in reference to your abbreviated new drug application
dated September 22, 1995, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act, for Diltiazem
Hydrochloride Extended-release Capsules USP, 120 mg, 180 mg,

240 mg and 300 mg.

Reference is also made to your amendments dated March 25, May 2,
August 22, October 8, 1996; February 27, March 10, March 19, May
28 and June 20, 1997.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly your
application is tentatively approved. This determination is
contingent upon information available to the Agency at this time,
(i.e., information in your application and the status of current
good manufacturing practices of the facilities used in the
manufacturing and testing of the drug product) and is, therefore,
subject to change on the basis of new information that may come
to our attention. This letter does not address notice issues
related to the 180-day exclusivity provisions under section
505(3) (4) (B) (iv) of the Act.

The listed drug product referenced in your application is subject
to a period of patent protection which expires on May 20, 2011
[Patent No. 5,470,584). However, litigation is underway in the
United States District Court for the Southern District of
Florida-Miami, involving a challenge to the patent (Hoechst
Marion Roussel, Inc. and Carderm Capital L.P., v. Andrx
Pharmaceuticals, Inc., Civil Action No. CIV 96-06121).

Therefore, final approval cannot be granted until:

1. a. the expiration of the 30-month period provided for
in secticn 505(3j) (4) (B) (iii) since the date of
receipt cf the 4%5-day notice required under
section %05(]j) (2) (B) (i), unless the court has



extended or reduced the period because of the
failure of either party to reasonably cooperate in
expediting the action, or,

b. the date of court decision [505(3) (4) (B) (iii) (I),
(II), or (III)), which-has been interpreted by the
Agency to mean the date of the final order or
judgement of that court from Wthh no appeal can
be or has been taken, or, o .

c. the patent has expired, and R

2. The Agency is assured there is no new information that
would affect whether final approval should be granted.

Because the Agency is granting a tentative approval for this
application, when you believe that your application may be
considered for final approval, you must amend your application to
notify the Agency whether circumstances have or have not arisen
that may affect the effective date of final approval. Your
amendment must provide:

1. a copy of a final order or judgement from which no
appeal may be taken (which might not be the one from
the district court), or a settlement agreement between
the parties, whichever is applicable, or a licensing
agreement between you and the patent holder, or any
other relevant information, and ‘

2. a. updated information related to labeling or
chemistry, manufacturing and controls data, or any
other change in the conditions outlined in this
abbreviated application, or

b. a statement that no such changes have been made to
the application since the date of tentative
approval.

Any changes in the conditions outlined in this abbreviated
application and the status of the manufacturing and testing
facilities’ compliance with current good manufacturing procedures
are subject to Agency review before final approval of the
application will be made.

In addition to, or instead of, the amendments referred to above,
the Agency may, at any time prior to the final date of approval,
request that you submit amendments containing the information
requested above.

Failure to submit either or both amendments may result in
rescission of this tentative approval determination, or delay in
issuance of the final approval letter.
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" [dikiozem HCI gxtended
\L\NMWH n.nh..e\nﬂ %.m\\

ONCE-A-DAY DOSAGH

P00 CAPSULES

EACH CAPSLAE CONTAINE

Ddtiazem Hydrochiaride ............ 140 mg
DOUAGE ANO ADMINITTRATION: Rend
packaga iman kv prawcribing informagion.
oMY

WARMING: KEEF OUT OF REACH

OF CHILDREN.

MARMACIST: i in tight, hight-resmans
cornine » t-ﬁﬂ.‘ Sw.’ "
Store & conteolied room wmper s,
15°30°C (59° 456°F).

Avoid e emive humidty.
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' W e _ EACH CAPSULE CONTAINS:
" . [diltiazem HC/ extended Diliazer Fydrochloride ........ 140 mg
' ; Read package
H I Q\QQQQ ﬁﬂhht\mh\ N\.W‘\ insert for prescribing information. packes
' Rx ONLY
ONCE-A-DAY DOSAGE
“ ¢ s WARNING: KEEP OUT OF REACH OF CHILDREN. ~
' PHARMACIST: Dispense in tight, light-resistant [
" container as defined in USP. [ —vr\
' Store at controlled room temperature, — e O i
' 15°-30°C (59°-86°F). —— a_v :
' Avoid excessive humidity. . — 0,
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1 AOH CAPIULE CONT AINS:

Dikiazem Hydrochloride ...... ... 300 mg
DOSAGE AND ADMINISTRATION: Read
package et br prmaribing inlamation.
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(diltiazem HCI xtended WARNNG: KEEP OUT OF AEACH

release capsvies, USP, Of CHLOREN. .
e.:_.».a\: s0sAcs / bl ot ol e

300 mg

10 CAPSULES
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(diltiazem HCI extende
release capsules, USP)

ONCE-A-DAY DOSAGE

300 mg

500 CAPSULES

EACH CAPSULE CONTAINS:
Diltiazem Hydrochloride ............ 300 mg

DOSAGE AND ADMINISTRATION: Read package
insen for prescribing information.

Rx ONLY
WARNING: KEEP OUT OF REACH OF CHILDREN.

PHARMACIST: Dispense in tight, light-resistant
container as ammzwm in cmv.m7 &

Store at controlled room temperature,
15°-30°C (59°-86°F).
Avoid excessive humidity.
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EACH CAPIULE CONTAINS
’ Diklaram Hydeochioride ......... 10 mg
DOSAGE AND ADMINISTRATION: & ead
- "n-‘-g-tl: for preacribing information.
(diltiazem HC! extended WASNING: KEEP OUT OF REACH
e,

OF CHILDREN.
sase capsules, USP/ FARMACHT: Disparea in 1igh, g raistant
on:.v».ubq DOSAGE container 81 defined in USP.

Store m corwolled room temperans
I Cr ) -

Awid exonss e humidiy.
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N g e EACH CAPSULE CONTAINS:
* (diltiazem HCl extonded Dt s Ao o ok 3
. Kea ackage -
N 4 Q\QQMQ ﬁQ‘ht\ﬁh\ USP, \ insert for prescribing information. packag WUV
ONCE-A-DAY DOSAGE Rx ONLY
} WARNING: KEEP OUT OF REACH OF CHILDREN. o
PHARMACIST: Dispense in tight, light-resistant ———
container as defined in USP. —

Store at controlled room temperature,
15°.30°C {59°-86°F).
Avoid excessive humidity.
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When drtiazem hydrochionoe extende”.-
release capsvie (orce-a-day desays
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thionde capsules (twice daiy) s
observed. As the dose of ditszem hydio-
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MDICATIONS AND USAGE

Ditnazem Hydrochionide Extended-
release Capsules USP (once-a-day
dosage) 15 mxhcaied for the treatment of
hypertension H mary be used slone or i
combnation with other antsypertensive
mcCations.

Diltiazem Hydrochionde Extended-
release Capsuiss USP (once-a-day
dosage) rs mdcated for the management
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10 COrONary anery spasm
CONTRAIRDICATIONS
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odema (4.6%). headacke (4.6%)
%]
first-gegree AV block (2.4%), bradycar-
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ADDENDUM

CHEMIS®'S REVIEWNO. 4

anpa #74-752

NAME AND ADDRESS OF APPLICANT

Andrx Pharmaceuticals, Inc.
4001 S. W. 47 Avenue, Suite 201
Fort Lauderdale, FL 33314

LEGAT, BASTS FOR ANDA SUBMISSION =

Innovator Drug: Cardizem SR Capsules, Marion Labs.

NDA 19-471; Product Exclusivity - 1.23.92

NCE Exclusivity - 11.5.92 o

The firm includes the following patents and their expiration
dating for this drug product.

5,286497 - 5/20/2011
5,439689 - 8/20/2012
5,470584 - 5/20/2011
4,894240 - 1/6/2007

5,002776 - 3/26/2008
5,364620 - 11/24/2011

ccccgag
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Andrx also includes reasons for which these patents will not
be infringed on a case-by-case basis.

NOTE: Prior to the filing of this amendment, Hoechst Marion
Roussel, Inc. and Cardem Capital L.P. filed legal action
against Andrx for patent infringement (U.S. Patent
no.5,470,584). Hence Andrx has amended an in-process
dissolution specification.

SUPPLEMENT (s) N/A

ESTABLISHED NAME
Diltiazem Hydrochloride

Extended Release Capsules USP

PROPRIETARY NAME N/A

SUPPLEMENT (g) PROVIDE(s) FOR Original ANDA



AMENDMENTS AND OTHER DATES

Firm
9/22/95
11/22/95
1/17/96
2/5/96

3/25/96
4/21/96

4/4/96

5/2/96
8/22/96
10/8/96

2/27/97
3/10/97

3/19/97

5/28/97
6/20/97
7/28/97
9/10/97
9/15/97
10/6/97
1/14/98

2/6/98
2/18/98
2/26/98

5/8/98

6/2/98
6/10/98
6/23/98
6/25/98

FDA

Orig. Submission

Amendment

New correspondence

New correspondence re: law suits for patent
infringement

New correspondence for bio study

Amendment

includes notice to Marion and owners of

other patents involved

Amendment

includes a new dissolution specification

for in-process testing

Amendment
Amendment
Amendment

Amendment

Amendment

Amendment

Amendment
Amendment

(Major - response to deficiency letter)
(Minor - dissolution results with
modifications recommended by the Division

of Bioequivalance)

(response to deficiency letter from FDA)
(Facsimile - for chemistry upon request
from chemist) :

(Facsimile - finished product
specification)

(labeling)

(Telephone for labeling)

New correspondence
New correspondence
New correspondence
New correspondence
New correspondence

Amendment
Amendment
Amendment
Amendment
Amendment

(container/closure info)
(labeling)

(labeling)

(minor - labeling)
(minor - labeling)

New correspondence
New correspondence

Amendment

(facsimile - labeling)



10.

11.

12.

13.

14.

11/17495
12/29/95
7/11/96
10/31/96
1/6/97
1/30/97
3/10/97
3/19/97

5/7/97

5/13/97
5/19/97
6/11/97
6/17/97
7/18/97
9/15/97
2/26/98
6/24/98

CHEMIST'S REVIEW ANDA 74-752

Refusat to file

Acceptable for filing as 11/24/95

Deficiency letter

Bio recommendation for: dissolution

Bio recommended 75 RPM for dissolution
Deficiency letter (chemistry and labeling)
Telephone request for in-process testing data
Telephone request for finished product and stability
testing data. SR -

Telephone conversation w1th Mr Dav1d Gardner
regarding withdrawing labeling for

Firm has accepted
it.
Chemistry section found satisfactory for approval
Deficiency (labeling - FAX)
Deficient (labeling review)
Telephone conference with firm (labeling)
ACCEPTABLE (labeling review)
Tentatively Approved
Tentatively approved summary {(labeling)
Deficiency (labeling - FAX)

PHARMACOLOGICAL CATEGORY

Antihypertensive

(antianginal)

(Ca antagonist)

Rx or OTC

R.

RELATED IND/NDA/DMF (s)
See #37 for list of DMFs

DOSAGE FORM

SR Capsules (Oral)
STRENGTH (S)
120 mg, 180 mg, 240 mg and 300 mg



CHEMIST'S REVIEW ANDA 74-752 - PAGE 4

15. CHEMICAL NAME AND STRUCTURE

Diltiazem Hydrochloride USP
Formula: C,,H,,N,0,5.HCl; Molecular Weight: 450.98

o
S CcH

¢ HCI

(+) ~5-[2- (Dimethylamino)ethyl] ~cis-2,3-dihydro-3-hydroxy-2- (p-
methoxyphenyl) -1, 5-benzothiazepin-4 (5H) -one acetate (ester)
monohydrochloride. CAS [33286-22-5]

Drug substance and drug product are official USP 23 items.

16. RECORDS AND REPORTS None



17.

18.

19.

' M -7 -

COMMENTS _

a. CMC deficiencies are all addressed

b. EER acceptable, 6/18/97

c. Methods validation not regquired - Compendial
d. Bio review SATISFACTORY - =

e. Labeling review SATISFACTORY

f. DMFs SATISFACTORY for all referred

CONCLUSIONS AND RECOMMENDATIONS :

Applicant stated in the May 8, 1998 amendment “there have been
no changes in the chemistry, manufacturing and control data or
any other conditions that were outlined in the abbreviated new

" drug application since the date of tentative approval on

September 15, 1997.”

APPROVE
REVIEWER: DATE COMPLETED:
Raymond Brown for June 29, 1998

Radhika Rajagopalan



CHEMIST'S REVIEW NO, 3

ANDA # : 74-752

——

NAME AND ADDRESS QF APPLICANT

Andrx Pharmaceuticals, Inc. - T
Attention: Mr. David A. Gardner

4001 S. W. 47 Avenue, Suite 201

Fort Lauderdale, FL 33314

LEGAL BASIS for ANDA SUBMISSION

Innovator Drug: Cardizem SR Capsules, Marion Labs.

NDA 19-471; Product Exclusivity - 1.23.92

NCE Exclusivity - 11.5.82

The firm includes the following patents and their expiration dating
for this drug product.

U.S. 5,286497 - 5/20/2011
U.S. 5,439689 - 8/20/2012
U.S. 5,470584 - 5/20/2011
U.S. 4,894240 - 1/6/2007

U.S. 5,002776 - 3/26/2008
U.S. 5,364620 - 11/24/2011

Andrx also includes reasons for which these patents will not be
infringed on a case-by-case basis.

Note: Prior to the filing of this amendment, Hoechst Marion Roussel,
Inc. and Cardem Capital L.P. filed legal action against Andrx for
patent infringement (U.S. Patent no. 5, 470,584). Hence Andrx has
amended an in-process dissolution specification.

SUPPLEMENT (s) None

PROPRIETARY NAME 7. NONPRQPRIETARY NAME
None Diltiazem Hydrcchloride

Extended Release Capsules USP
SUPPLEMENT (s) PROVIDE (s) FOR: N/A
AMENDMENTS AND QTHER DATES:
Firm:

9/22/1995- Original Application

11/22/1995 - ANDA Original amendment

1/17/1996 - New Correspondence

2/5/1996 - New Correspcndence re: law suits for patent infringement
3/25/1996 - New Correspcndence Zor biostudy

4/2/1996 - Amendment tc ANDA including notice toc Marion and owners of



JAN 30 197
38. Chemistry Comments to be Provided to the Applicant
ANDA: 74-752_ — FIRM: ANDRX Pharmaceuticals
DRUG PRODUCT: Diltiazem Hydrochloride Extended-Release Capsules

The deficiencies presented below represént FACSIMILE
deficiencies.

Chemistry Deficiencies

1. Please refer to the new dissolution specification
recommendation from the Division of Bioequivalence
to test the product at 75 RPM paddle speed and
justify your in-process testing for blend
uniformity at 100 RPM. Please provide any
available dissolution data at 75 RPM paddle speed
for the SR1 and SR2 beads.

2. Please provide moisture permeation data (<USP
671>) for the packaging configuration
' bags inside drum) .

3. The tentative limits proposed for

alcohol given on pages 58 and 62 are different.
The tentative upper limit given on page 58 for the
beads is On page 62, is given as a
tentative limit (w/w). Please clarify this
discrepancy. We prefer the lower limit of ¢

Sincerely yours,

/sy v

Frank O. Holcombe, J{., Ph.D.
Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research



ENDMENTS AND OTHER D2

CHEMIST'S REVIEW ANDA 74-752 - PAGE 2 .

AMENDMENTS AND OTHER DATES

Firm
9/22/95
11/22/95
1/17/96
2/5/96

3/25/96
4/21/96

4/4/96

5/2/96
8/22/96
10/8/96

2/27/97
3/10/97

3/19/97

5/28/97
6/20/97
7/28/97
9/10/97
9/15/97
10/6/97
1/14/98

2/6/98
2/18/98
2/26/98

5/8/98

6/2/98
6/10/98
6/23/98
6/25/98

EDA

Orig. Submission

Amendment

New correspondence

New correspondence re: law suits for patent
infringement

New correspondence for bio study

Amendment includes notice to Marion and owners of
other patents involved

Amendment

includes a new dissolution specification

for in-process testing

Amendment
Amendment
Amendment

Amendment

Amendment

Amendment

Amendment
Amendment

(Major - response to deficiency letter)
(Minor - dissolution results with
modifications recommended by the Division

of Bicequivalance)

(response to deficiency letter from FDA)
(Facsimile - for chemistry upon request
from chemist)

(Facsimile - finished product
specification)

(labeling)

(Telephone for labeling)

New correspondence
New correspondence
New correspondence
New correspondence
New correspondence

Amendment
Amendment
Amendment
Amendment
Amendment

(container/closure info)
(labeling)

(labeling)

(minor - labeling)
(minor - labeling)

New correspondence
New correspondence

Amendment

(facsimile - labeling)



10.

11.

12.

13.

14.

11/17495
12/29/95
7/11/96
10/31/96
1/6/97
1/30/97
3/10/97
3/19/97

5/7/97

5/13/97
5/19/97
6/11/97
6/17/97
7/18/97
9/15/97
2/26/98
6/24/98

CHEMIST'S REVIEW ANDA 74-752 - PAGE 3

Refusgal to file

Acceptable for filing as 11/24/95

Deficiency letter

Bio recommendation for.dissolution

Bio recommended 75 RPM for dissolution

Deficiency letter (chemistry and labeling)
Telephone request for in-process testing data
Telephone request for- f1n1shed proauct and stability
testing data. . . .. = o

Telephone conversation with Mr. David Gardner
regarding withdrawing labeling for

Firm has accepted
it.
Chemistry section found satisfactory for approval
Deficiency (labeling - FAX)
Deficient (labeling review) -
Telephone conference with firm (labeling)
ACCEPTABLE (labeling review)
Tentatively Approved
Tentatively approved
Deficiency (labeling -

summary
FAX)

(labeling)

PHARMACOLOGICAL CATEGORY

Antihypertensive

(antianginal)

(Ca antagonist)

Rx or OTC

R .

REIATED IND/NDA/DMF (s)
See #37 for list of DMFs

DOS FORM

SR Capsules

(Oral)

STRENGTH (S)

120 mg,

180 mg, 240 mg and 300 mg



15.

16.

CHEMIST'S REVIEW ANDA 74-752 - PAGE 4

CHEMICAL NAME AND ST

Diltiazem Hydrochloride USP
Formula: C,,H,,N,0,S.HC1; Molecular Weight: 450.98

0
~CcH

. HCI

(+)—5-[2-(Dimethylamino)ethyl]-cis—2,3—dihydro—3—hydroxy—2—(p—
methoxyphenyl) -1, 5-benzothiazepin-4 (5H) -one acetate (ester)
monohydrochloride. CAS [33286-22-5]

Drug substance and drug product are official USP 23 items.

RECORDS AND REPORTS None



17.

18.

19.

COMMENTS —

a. CMC deficiencies are all addressed

b. EER acceptable, 6/18/97

¢. Methods validation not required - Compendial
d. Bio review SATISFACTORY -

e. Labeling review SATISFACTORY

f. DMFs SATISFACTORY for all referred

CONCLUSIONS AND RECOMMENDATIONS A

Applicant stated in the May 8, 1998 amendment “there have been
no changes in the chemistry, manufacturing and control data or
any other conditions that were outlined in the abbreviated new
drug application since the date of tentative approval on
September 15, 1987.”

APPROVE
REVIEWER: DATE COMPLETED:
Raymond Brown for June 29, 1998

Radhika Rajagopalan



CHEMIST'S REVIEW NO. 3

ANDA # : 74-752

NAME AND ADDRESS OF APPLICANT

Andrx Pharmaceuticals, Inc. -
Attention: Mr. David A. Gardner

4001 S. W. 47" Avenue, Suite 201

Fort Lauderdale, FL 33314

LEGAL BASIS for ANDA SUBMISSION

Innovator Drug: Cardizem SR Capsules, Marion Labs.

NDA 19-471; Product Exclusivity - 1.23.92

NCE Exclusivity - 11.5.92

The firm includes the following patents and their expiration dating
for this drug product.

5,286497 - 5/20/2011

5,439689 - 8/20/2012

5,470584 - 5/20/2011

4,894240 - 1/6/2007

5,002776 - 3/26/2008

. 5,364620 - 11/24/2011

Andrx also includes reasons for which these patents will not be
infringed on a case-by-case basis.

Note: Prior to the filing of this amendment, Hoechst Marion Roussel,
Inc. and Cardem Capital L.P. filed legal action against Andrx for
patent infringement (U.S. Patent no. 5, 470,584). Hence Andrx has
amended an in-process dissolution specification.

coacaaadc
nunnwnmnnm

SUPPLEMENT (s) None

PROPRIETARY NAME 7. NONPROPRIETARY NAME
None Diltiazem Hydrochloride

Extended Release Capsules USP

SUPPLEMENT (s) PROVIDE(s) FOR: N/A
AMENDMENTS AND OTHER DATES:
Firm:

9/22/1995- Original Application

11/22/1995 - BNDA Original amendment

1/17/1996 - New Correspondence

2/5/1996 - New Correspondence re: law suits for patent infringement
3/25/1996 - New Correspondence for biostudy

4/2/1996 - Amendment to ANDA including notice to Marion and owners of



- JAN 30 Io97
38. Chemistry Comments to be Provided to the Applicant
ANDA: 74-752_ S FIRM: ANDRX Pharmaceuticals
DRUG PRODUCT: Diltiazem Hydrochloride Extended-Release Capsules

The deficiencies presented below représént FACSIMILE
deficiencies.

Chemistry Deficiencies

1. Please refer to the new dissolution specification
recommendation from the Division of Bioequivalence
to test the product at 75 RPM paddle speed and
justify your in-process testing for blend
uniformity at 100 RPM. Please provide any
available dissolution data at 75 RPM paddle speed
for the SR1 and SR2 beads.

2. Please provide moisture permeation data (<USP
671>) for the packaging configuration
' bags inside drum) .

3. The tentative limits proposed for

alcohol given on pages 58 and 62 are different.
The tentative upper limit given on page 58 for the
beads is On page 62, is given as a
tentative limit (w/w). Please clarify this
discrepancy. We prefer the lower limit of ¢

Sincerely yours,

/Sy v

Frank 0. Holcombe, J{.T_ﬁh.D.
Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research
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Diltiazem Hydrochloride ER Capsules  Andrx Pharmaceuticals, Inc.

120 mg, 180 mg, 240 mg & 300 mg Fort Lauderdale, Florida'
ANDA # 74-752/SC4 Submission Date:
Reviewer: Sikta Pradhan September 11, 1998
WORD/X:\Pradhan\7475255W.998 _December 22, 1998

Review of An In Vivo Bioequivalence Study
In Vitro Dissolution Data and Waiver Requests

Béckground:

Diltiazem is a calcium ion influx inhibitor (slow-channel blocker or calcium antagonist).

The firm had previously conducted acceptable bioequivalence studies and got approval
on its Diltiazem Hydrochloride ER Capsules,120 mg,180 mg, 240 mg and 300 mg
strengths. Diltiazem HCl Extended-release Capsules, USP (Once-A- day Dosage)
contain two type of pellets: Diltiazem HCl Extended-release pellets, SR1 (SR1 pellets)
and Diltiazem HCI Extended-release pellets, SR2 (SR2 pellets).

In this supplement Andrx Pharmaceuticals, Inc. informed the Agency that the firm wants
to change the component and composition of SR2 pellets by replacing a small amount
of talc, _ A with a different ’ .
A , magnesium stearate (see 1. Formulations). In addition, the firm is also
requesting a change (tightened specification) in the dissolution specificationin ~ =
o for the new SR2 pellets from to . (see II. Dissolution
Specifications). However, there is no change to the dissolution specifications in .~
~ " The firm has further stated that there will be no change to the dissolution
specifications for, a) the SR1 pellets and, b) the Finished Product. To support these
proposed changes, the firm has provided the following:

1. The results of a bioequivalence study conducted on the reformulated 300 mg
diltiazem test capsules under fasting conditions.
2. The dissolution testing including the F2 calculations on the 300 mg capsules of

the test (reformulated) and reference products.

3. The dissolution testing on the 120 mg, 180 mg & 240 mg strengths of the
reformulated test capsules and requested for waiver in vivo bioequivalence study
on them.



1. FORMULATIONS.

The firm }Epreviously_gét.approval on Diltiazem HCI Extended-release Capsules,
USP (Once-A- Day Dosage), 120, 180, 240 and 300 mg. All lower strengths were
dose proportional to 300 mg strength on which the bioequivalence study was
conducted. Each dose contains 40% of diltiazem from the SR1 pellets and 60% of

diltizem from the SR2 pellets.

Composition of the Dx}txazem I-ICI Extended rclcase ( Once-A- Dav Dosage)300 mg

Capsule;
Ingredient | Diltiazen,%LC Diltiazem %w/w Amount (mg)
“ "~ | (Theoretical)
PelletOrange opaque |0 S o | 120 mg
hard gelatin capsule e ‘
SRI Pellets , 40% (120mg) 62.7% 191 mg
SR2 Pellets* 60% (180-mg) 47.6% 379 mg
Total R ~ 690 mg

*SR2 Pellets =~ ~

In order to enhance the -quality of the product, the firm has proposed a small change
in the compositions of SR2 pellets.

Proposed Change in SR2 Pellets:

ANDA Biobatch Validation Proposed Change
(%) Batches™ (%) (%)

Eudragit _ .

Talc,

Mg Stearate

Acetyl mbutyl
citr ate

Polysorbate

Subtotal

Polymer coating
level

Diltiazem Active
Pellets

Total 100.0 100.0 100.0

*Coating level




(Valxdauon Batch).

The proposed change replaces talc from the Validation Batch with
magnesium stearate in the SR2 formulation. There is no change to the SR1 pellets.

II. DISSOLUTION SPECIFICATION S

Current Dissolution Specxﬁcatlons of Once-A-Day Capsules are presented below:

1 I l l
» * pH 7.5 phosphate buffer

Proposed Dissolution Specification:
The proposed dissolution specification for the new SR2 pellets in

There is no change to the dissolution specifications in | wuffer.
There is also no change to the dissolution specifications for the SR1 pellets or the
finished product.

Firm’s Rationales in Support of Proposed Specification Change for SR2 Pellets
and Proposed €Component and Composition Change for SR2 Pellets:

1. As the gastric emptying time for the pellets is relatively short, i.e. 0.5 hr. (fast)
to 2 hr. (fed), most of the time the pellets are in the intestinal region.
Therefore, the dissolution in (gastric condition) is only relevent up
to the 2 hr. time point, and consequently, the specification for SR2 pellets in

- .. . -has no physiological meaning. After gastric emptying, the
dxssolutxon inthe  buffer becomes more relevant. Hence, the proposed

3



dissolution specxﬁcauon o , for the new SR2
pellets would be justifiable, if the in vivo bxoavallablhty and in vitro
dissolution of the finished reformulated capsule remain comparable to the
RLD and previously approved product, respectively.

- -
- -

2. Bothtalc and magnesium stearate serveas , _ duringthe . .andare
therefore, o ---—p-—-— To support the change from talc to
magnesium stearate in the compositions of the proposed test product (SUPAC-
MR level 3 change), the firm has conducted an in vivo biocequivalence study
under fasting conditions and the dissolution testing, including F2 calculatlons on

the proposed reformulated test product.

II1. SINGLE DOSE STUDY UNDER FASTING CONDITIONS

Studv Information:

Sponsor: Andrx Pharmaceuticals, Inc.
Clinical Facilitv: -~ )
& Analvtical Facilities:
Clinical Director: =~~~ —

Analvtical Director: - R
Project No.: 98090 (approved by IRB)
Pharmacokinetic and statistical Analvsis:

v

Study Design: Andrx’s Diltiazem (reformulated) 300 mg Capsules to the reference
drug product, Cardizem CD® 300 mg Capsules under fasting conditions

This was a randomized, single dose, two-way crossover design study comparing the test
product, Andrx’s Diltiazem (reformulated) 300 mg Capsules with the reference product,
Cardizem CD® 300 mg Capsules in twenty-eight (28) healthy male volunteers under
fasting conditions.

Subject Selection

Subjects selected for the study met the following acceptance criteria:

1. Age range: 18 to 43 years.

2. Healthy as determined by physical examination, medical history, and clinical
laboratory diagnostic tests: blood chemistry, hematology, urinalysis and HIV.

3. Absence of any exclusion criteria observed during the physical or laboratory
evaluations. .



4. Body weight within 10% of their ideal body weight according to Table of
"Desirable Weights of Adults”, Metropolitan Life Insurance Company, 1983.

Thirty volunteers met all eligibility requirements and successfully passed the exclusion
criteria. In each study period, subjects were confined to the Clinical Research Center
from the evening before drug administration ‘until after the 24-hour post-dose blood

draw.

Subject Restrictions:

1. No antacids and no alcohol-, grapefruit- or xanthine-containing beverages and
foods for the 24 hours before dosing and throughout the period of sample
collection.

2. No medication (mcludmg over-the-counter products) for the 7 days preceding the

study. S

Water intake was prohibited from one hour pre-dose until one hour post-dose.

4. Subjects remained ambulatory or seated upright and were prohibited from
smoking during the first four hours following drug administration in each period.

5. No strenuous activity was permitted at any time during the housing period.

W

Clinical Study Dates: May 9, 1998 - May 18, 1998

Treatments:

A 1x300 mg capsule of diltiazem HCIl extended release capsule (test product) of
Andrx Pham. Inc., Lot #600R003A, Lot size | apsules, Potency
100.8%

B. 1x300 mg capsule of Cardizem CD* (Reference product) manufactured by
Marion Roussel, Lot #P70395; Potency 100.2%, Exp. Date: June, 1998.

Dose Administrations:

A single oral dose of 300 mg diltiazem HCI extended release capsule (test or reference)
was administered with of water following a 10 hour fast.

Drug Washout Period: One week

Meal and Food Restrictions:




All volunteers fasted for 10 hours prior to and 4 hours after drug administration. No
fluid except that given with drug administration was allowed from 1 hour prior to dose
administration until 1 hours after dosing. Standard meal was served during the in-house
confinement period. No caffeine-containing food or beverages were served during the
study. All subjects were confined from 12 hours.pre-dose to 36 hours post-dose.
Blood Samples Collection

Blood samples were collected in vacutainers containing heparin (anticoagulant) at O (pre-
dose),and at 2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 24, 30, 36, and 48 hours post dose. The
plasma samples were separated and kept frozen at -70°C until shipment to the analytical
facility.

Safety Evaluations: Vital signs were obtained at O (pre-dose), and at 6, 10, 14, 24, and
36 hours post dose

Analvtical Study Dates: May 26, 1998 — June 12, 1998

Assay Methodology

Method: The plasma samples were analyzed for diltiazem, desacetyldiltiazem and
desmethyldiltiazem by a validated e
The during study assay validation is presented in Table 1 below:



Table 1 ‘.

Parameter Quality Control Samples

QC Samples[] Cone. (ng/mL) ) Diltiazem: |
Desmethyldiltiazem: same as above
Desacetyldiltiazem: same as above

Diltiazem:
DCSmClhyldﬂﬁaZCm S — 7 U
Desacetvidiltiazem:

Precision (CV%) of Calibration Curve Standard Conc. (ng/mL)

Diltiazem: ... .._.. -
Desmethyidiltiazem: =~ "°7 7
Desacetvidiltiazem:

Accuracy (%) of Calibration Curve Standard

Intra day Precision (CV%) of QC Diltiazem:

. S - Desmethyldiltiazem:

Desacetyldiltiazem: .

- |- Diltiazem:

- e 7v,ﬁ= sm:mn-I !!r‘: - - e

Desacetvidiltiazem: |

Inter dav Precision (CV%) of QC

Diltiazem:

Inter day Accuracy (%) of QC Desmethyldiitiazem:
Desacetyldiltiazem:

Linearity

Sensitivitv/LOQ (ng/mL)

a) Stable for 4 hrs. @ 20 C (prior extraction) and extracted
samples Stable at-5 C for at least 48 hours prior to
injection davs

Stability in Plasma: ((all 3 omponents)
a) At room temp.

b) Freeze-Thaw Cycles b) Stable after 3 freeze-thaw cycles

¢)Long-Term Frozen o c) Stable at-20 C for at least 56 davs

Specificitv: No interference was observed at the retention times for all three components
and the corresponding standards.

Results:

Thirty (30) volunteers were selected for the study. However, 28 subjects entered into
the study and all 28 subjects completed the study. Therefore, the statistical analyses
were performed on data obtained from 28 subjects.

There was no serious adverse event or any event which required terminating any subject
from the study. Mean plasma diltiazem and its two metabolites, desmethyldiltiazem
and desacetyldiltiazem levels are presented in Tables 2 (and in Fig.1 attached), 3 (and
in Fig.2 attached) 4, (and in Fig.3 attached), respectively, below:

7



The pharmacokinetic parameters derived from diltiazem and its two metabolites,
desmethyldiltiazem and desacetyldiltiazem levels are presented in Tables 5, 6, and 7,
respectively,; below:

Table 2. Mean Plasma Diltiazem Levels (ng/ml3 of 28 Subiects:

TIME(HR) TEST TREATMENT A REF. TREATMENT B
0 0 ()* 0 ()
2 1.27 (199) 0.07 (529)
4 46.81 (136) 13.72 (108)
6 1----106.32 (48) 118.67 (45)
8 100.64 (44) 95.75 (37)
10 80.72 (46) 81.85 (48)
12 100.87 (46) 95.51 (50)
14 120.91 (48— 110559 — (43)
16 127.03 (41) 111.19 (36)
18 114.65 (46) 104.87 (39)
20 91.36 (47) 88.60 (41)
24 67.88 (44) 67.49 (42)
30 44.64 {54) 47.93 (56)
36 23.82 (75) 25.80 (74)
48 6.10 (106) 7.07 (100)

* Coefficient of Variation (CV%)

Table 3. Mean Plasma Desmethyldiltiazem Levels (ng/mL) of 28 Subjects:

TIME(HR) TEST TREATMENT A REF. TREATMENT B
0 0 (-)* 0 ()
2 0.0 (=) 0.0 (=)
4 7.51 (132) 2.15 (125)
6 21.92 (42) 23.56 (33)
8 25.12 (26) 24.24 (21)
10 23.75 (27) 23.75 (22)
12 27.71 (27) 27.19 (26)
14 32.26 (28) 30.71 (25)
16 35.38 (25) 32.62 (22)
18 34.59 (25) 32.83 (23)
20 30.46 (28) 30.28 (25)
24 25.08 (26) 24.49 (25)
30 20.24 (33) 20.94 (32)
36 13.11 (45) 13.80 (44)
48 4.50 (68) 4.80 (70)




* Coefficient of Variation (CV%)

Table 4. Mean Plasma Desacetyldiltiazem Levels (ng/mL) of 28 Subjects:

TIME(HR) TEST TREATMENTA __ REF. TREATMENT B
0 0 (=)* 0 ()
2 0.0 (--) 0.0 (---)
4 1.26 (191) 0.0 (=)
6 6.33 (79) 6.00 . (69)
8 9.69 (67) 8.98 (62)
10 10.86 (62) 10.61 (63)
12 12.96 (73) 12.57 (80)
14 16.66 (73) 15.64 (81)
16 20.03 (77) 18.04 (84)
18 - 22.72 (82) 20.21 (83)
20 22.20 (84) 21.49 (86)
24 23.24 (95) 21.02 (89)
30 22.38 (114) 21.42 (100)
36 15.30 (122) 15.19 (116)
48 7.60 (172) 6.97 (165)

e Coefficient of Variation (CV%)
Table 5. Mean Pharmacokinetic Parameters for Diltiazem and
Summary ‘of Statistical Analysis of Log-transformed Data

TEST REFERENCE RATIO
TREATMENT B
PK PARAMETER TREATMENT A 1S Mealn (A/B)x100 90% C.1.
LS Mean
2712.38 2606.81 104
AUCT [ng.hr/mL)
AUCI [ng he/mL] 2798.71 2704.32 103
Crmax [ng/mL] 145.17 136.24 107
Tmax [hi] 12.79 10.07 127
0.1142 0.1087 105
K [1/hr]
T1/2 [ha] 6.327 6.713 94.3
LnAUCT 247740 * 2417.11* 102 96; 109
LnAUCI 2557.73* 2503.68* 102 96; 109
LnCMAX 133.31* 128.46* 104 94; 115




* For In-transformed parameters, the antilog of the mean (i.e. the geometric mean) is reported.

Table 6. Mean Pharmacokinetic Parameters for Désmethvldiltiazem and

Summary of Statistical Analysis of Log-transformed Data

. TEST REFERENCE RATIO 90% C.1.
PK PARAMETER TREATMENT A TREATMENT B (A/B)x100
LS Mean LS Mean
AUCT
[ng hr/mL] 891.75 880.38 101
AUCI [ng.hr/mL] 967.90 960.45 101
Cmax [ng/mL] 37.34 35.02 107
Trmax [hr] 15.71 15.36 102
0.0803 0.0794 101
K, [1/hr]
T1/2 [hr] 8.9073 9.0264 98.7
LnAUCT 857.40" 852.84 101 97: 104
LnAUCI 931.52* 929.02* 100 97: 104
LnCmax 36.32* 34.26* 106 101; 111

* For In-transformed parameters, the antilog of the mean (i.e. the geometric mean) is reported.

Table 7. Mean Pharmacokinetic Parameters for Desacetvldiltiazem and

Summary of Statistical Analysis of Log-transformed Data

TEST REFERENCE RATIO 90% C.1.
PK PARAMETER TREATMENT A TREATMENT B (A/B)x100
LS Mean LS Mean
689.79 649.07 106
AUCT [ng.hr/mL]
940.46 .
AUCI [ng.hr/mL] 879.69 107
26.05 .
Crmax [ng/mL] 24.82 105
20.57 . .
T (] 2157 95.4
0.0705 0.0672 105
K [1/hr]
T1/2 [hr] 10.8274 11.3595 95.3
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LnAUCT 454.68 441.04 103 98; 109

LnAUCI 571.84 569.42 100 95: 106

LnCMAX 18.73 -~ 17.65 106 99;113

For In-transformed parameters, the antilog of the mean (i.e. the geometric mean) is reported.

Comments on the fasting studv:

hours of their admxmstratlons The larger peak (produced by both the test and
reference products) was used in pharmacokinetic and statistical analysis. There were
no nonzero predose concentrations for diltiazem or its metabolites, and there were no
cases where the first nonzero concentration was the CMAX for diltiazem.or its
metabolites. Analysis of variance (ANOVA) was done using the GLM procedure of
SAS. The 90% confidence intervals for LnAUC, ;, LnAUC, s and LnC,x of the test
product (both parent compound and metabolites) remained within the acceptable
range of

IV. Dissolution Comparison:

The firm has conducted the dissolution testing on Diltiazem Capsules of different
strengths. The dissolution testing data are presented in Table 8 below:

11



Table 8. In Vitro Dissolution Testing

Drug (Generic Name): Diltiazem
ANDA #74-752/5C 4

Firm: Andrx | -

Submission Date: September 11, 1998 T i
L. Conditions for Dissolution Testing: . .« wr—r » .. .
USP XXIII Basket: Paddle: X - T RPM: 75

No. Units Tested: 12

Medium#1: =~ Vol.: 900mL; - LT —
Medium#2: Buffer "~~~ " vol: 900 mL

Reference Drug: Cardizem

Assay Methodology: )

Specifications:

II. Results of In Vitro Dissolution Testing in (

Sampling | Proposed Changed Formulation Approved ANDA Formulation
Times (hr.) | Lot #600R003B; 300 mg Capsules | Lot #600H001; 300 mg Capsules.

Mean % | Rarge %CV Meam % | Range %CV
2 2 | 11.5 2 11.5
12 20 2.5 20 2.5
18 66 ¢« |30 66 | 3.0
24 84 ¢ 1.4 84 " 14

III. Results of In Vitro Dissolution Testing in Buffer pH 7.5 (SIF):

Sampling | Proposed Changed Formulation Approved ANDA Formulation
Times (hr.) | Lot #600R003B; 300 mg Capsules | Lot #600H001; 300 mg Capsules

Mean % | Range %CV Mean % | Range %CV
2 41 330 [41 EERECE
12 44 ' 1.7 44 ) 1.7
18 87 ‘ 1.3 87 - ) 1.3
24 94 . 1.6 94 ) 1.6

12



IV. Results of In Vitro Dissolution Testing in

Approved ANDA Formulation

Sampling | Proposed Changed Formulation

Times (hr.) | Lot #599R002; 240 mg Capsules | Lot #599HO001; 240 mg Capsules
Mean% |[Range% |[% CV- ~[Mean% |Range% |% CV

2 3 13.6 3 - 11.3

12

18

24

V. Results of In Vitro Dissolution Testing in Buffer _ o

Sampling | Proposed Changed Formulation Approved ANDA Formulation

Times (hr.) | Lot #599R002; 240 mg Capsules | Lot #599HO001; 240 mg Capsules
Mean % ] Range % | % CV Mean % |Range% |% CV

2 38 ' 5.6 38 2.1

12 42 2.9 43 2.0

18 83 2.3 85 2.1

24 92 l 2.0 94 o 1.5

VL. Results of In Vitro Dissolution L'esting T

Sampling Proposed Changed Formulation Approved ANDA Formulation

Times (hr.) | Lot #598R002; 180 mg Capsules | Lot #598H001; 180 mg Capsules
Mean % |Range% | % CV Mean % |Range% |% CV

2 3 12.8 3 16.5

12

18

24

VII. Results of In Vitro Dissolution Testing in Buffer _ (SIF):

Sampling Proposed Changed Formulation Approved ANDA Formulation

Times (hr.) | Lot #598R002; 180 mg Capsules | Lot #598H001; 180 mg Capsules
Mean % |Range% | % CV Mean% |Range% |%CV

2 4] 2.2 40 1.8

12 44 1.9 43 3.0

18 85 24 85 22

24 97 1.5 92 - 23

13




VIII. Results of In Vitro Dissolution Testing in -

Sampling | Proposed Changed Formulation Approved ANDA Formulation
Times (hr.) | Lot #597R005; 120 mg Capsules | Lot #597HO001; 120 mg Capsules

Mean% |Range% |% CV~ ~|Mean% |Range% |%CV
2 4 19.6 3 13.9
12
18
24

IX. Results of In Vitro Dissolution Testing in Buffer _

Sampling | Proposed Changed Formulation Approved ANDA Formulation
Times (hr.) | Lot #597R005; 120 mg Capsules | Lot #597H001; 120 mg Capsules

Mean% |Range% |%CV Mean % |Range% | % CV
2 38 2.3 41 o 2.6
12 46 1.8 44 : 3.7
18 90 2.4 84 — 3.1
24 99 2.8 93 2.7

V. Compositions of Lower Strengths:

The compositions of 120 mg, 180 mg, 240 mg and 300 mg capsules are presented in
Tables 9 and 10 (attached).

The compositions of the lower strengths are proportional to that of the highest
strength and the capsules contain identical pellets.

Comments:

1. The in vivo bioequivalence study under fasting conditions and the dissolution
testing, including F2 calculations (F2=87, see Table 11, attached) on the
proposed reformulated test product, 300 mg Diltiazem CD Capsules are
acceptable.

2. The firm’s rationale for Proposed Specification Change for SR2 Pellets is
justifiable.

3. The firm’s rationale for Proposed Component and Composition Change for SR2
Pellets is justifiable.

14



4. The in vitro dissolution testing including F2 calculations (F2 values are 90, 78,
and 71 for 240, T80, & 120 mg capsules, respectively; see Table 12, 13 & 14,
attached ) conducted on 120 mg, 180 mg and 240 mg capsules (reformulated)
are also acceptable. The formulation o_f tl}c 120 mg, 180 mg and 240 mg
capsules are proportionally similar to that of the 300 mg strength of the test
product.

5. Therefore, the proposed changés in the formulation of the test product of all
strengths are acceptable, and the supplement is approvable.

RECOMMENDATIONS:

1.  The in vivo Bioequivalence study conducted under fasted conditions by
Andrx Pharmaceuticals on its 300 mg Diltiazem CD reformulated
capsules, Lot # 600R003B versus the listed reference product,
Cardizem CD* Capsules, 300 mg, manufactured by Marion Merrell
Dow has been found acceptable by the Division of Biocequivalence.
This study demonstrates that under fasting conditions, 300 mg
reformulated diltiazem CD capsule of Andrx is bioequivalent to the
reference product, Cardizem CD® Capsule, 300 mg, manufactured by
Marion Merrell Dow.

2.  The comparative in vitro dissolution testing conducted by Andrx on
the test product, 300 mg Diltiazem CD reformulated capsules, Lot #
600R003B and the reference product, Cardizem CDF Capsules, 300
mg, manufactured by Marion Merrell Dow has been found acceptable.
The in vitro dissolution testing conducted by Andrx on its
reformulated Diltiazem CD Capsules, 120 mg, 180 mg and 240 mg are
also acceptable. The formulation of the 120 mg, 180 mg and 240 mg
capsules are proportionally similar to that of the 300 mg strength of
the test product which underwent bioequivalency testing. Hence, the
waivers of in vivo bioequivalence study requirements for 120 mg, 180
mg and 240 mg capsules of the test product are granted. The 120 mg,
180 mg and 240 mg capsules of the test product are therefore deemed
bioequivalent to the Cardizem CD?, 120 mg, 180 mg and 240 mg
Capsules, respectively, manufactured by Marion Merrell Dow.

3. The dissolution testing should be incorporated into the firm's
manufacturing controls and stability program. The dissolution testing
should be conducted in for 2 hours at 37°C using

15



USP XXIII apparatus II (paddle) at 75 rpm. The testing should also
be conducted simultaneously at 75 rpm in SIF for 24 hours.The test
drug should meet the following specifications:

Time _Time SIF

2 hr  2hr
12 hr
18 hr
24 hr

4. Hence, the current supplement is acceptable.
=
e/

Sikta Pradhdhh.D.
Division of Bioequivalence
Review Branch I

' [ -
RD INITIALED YCHUANG /S /
FT INITIALED YCHUANG - . N

- -% f\ -
Concu.. - I . Date;-.él’.fZZf_

Dale P. Conner, Pharm.D.
Director, Division of Bioequivalence

- 16



DILTIAZEM 300 MG ER CAPSULE FASTING STUDY

ANDRX 98090
STATISTICAL REPORT
Figure 1 Linear Plot of Mean Plasma Diltiazem

Concentrations vs Bime
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DILTIAZEM 300 MG ER CAPSULE FASTING STUDY \

ANDRX 98090
STATISTICAL REPORT -
Figure 2 Linear Plot of Mean Plasma Desmethyldiltiazem

Concentrations vs-Time
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DILTIAZEM 300 MG ER CAPSULE FASTING STUDY

ANDRX 98090
STATISTICAL REPORT -
Figure 3 Linear Plot of Mean Plasma Desacetyldiltiazem
Concentrations ,YS,.Time
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Table 9

—— —_—

Unit Dose Composition (Origins! vs. Revised Formulation)

- -
- -

Composition of Diltlazem HCI E-R Capsules, 300 mg

ANDA Validation Batches® Proposed Change
Component mg/capsule wt.% mgicapsule wt.% mg/capsule wt.%
Diltiazem HCI,USP 299.99 52.84 300.00 - 54,52 300.00 54.52
Sugar T T - oy ; o cos
Eudragit ' o ' T e —
Tale, - - -
Ethylceliviose
Acety! tributyl citrate
Eudragit :
Polysorbate * {
Magnesium stearate, USP - -
Isopropyt aicohal, USP - . -
Purified watsr, USP - . v
Total filled weight without capsule
Orange opaque capsule size 00
Total capsule weight  689.90 §70.28 670.28

Composition of Diltiazem HCI E-R Capsules, 240 mg

ANDA Validation Batches® Proposed Change
Component mgicapsule wt.% myg/capsule wi.% mg/capsuis wt.%
Diltiazem HCI,USP 239.99 £2.64 240.00 R4.52 240.00 5452
Sugar € - neer "
Eudragit®
Talc, _“
Ethylcellulose,
Acetyl tributyl citrate
Eudragit
Polysorbats
Magnesium stearate, USP -
Isopropy! alcorol, USP b - i
Purified water, USP b o hid
Totat filled weight without capsule—
Lt brown/orange opaque cac. size QL
Total capsuie weight  580.92 545.22 545.22



Taéﬁz )

Unit Dose Composition (Original vs. Revised Formulation)

Composition of Diltlazem HC! E-R Capsules, 180 mg

ANDA Valldation Batches* Proposed Change
Component mg/capsule wt.% mg/capsule wt% mg/capsule  wt%
Oittazem HCILUSP 180.00 52.64 180.00 54.52 180.00 54.52
Sugar : T - :
Eudragit RS300 ‘
Talc,_j I
Ethylcellutoss, :
Acetyl tributy! citrate
Eudragit’
Polysorbate { ..
Magnesium stearate, USP - . - -
Isopropy! aicohol, USP hhd bt
Purified water, USP__~ *" - - -
Total filled welght without capsule
Rich yellow/orange opaque cap. size 0
Total capsule weight  436.85 T a2517 425.17

Camposition of Dlitlazem HC] E-R Capiuios, 120 mg

ANDA Validation Batches* Proposed Change
Component mglcapsule wt.% mg/capsule wt.% mg/capsule wt%
Diltiazem HCI.USP'(I_ o 3 120.00 52.64 120.00 54,52 120.00 54.52
Sugar’ : ) i ) ‘ -
Eudragit T
Tale,
Ethyleellulose, '
Acetyl tributyl citrate
Eudragit N
Polysorbate : '
Magnesium stearate, USP - - -
Isopropy! alcohol, USP i -
Purified water, USP . - ‘ -

Total filled welght without capsule
White/orange opague cap. size 2
Total capsule weight 287.96 , 280.11 280.11



Tatbde

]

Dissolution
Biobatch
Unit #

Average
Minimum

STDEV
%CV
F2 formula
Sample n
Rn-Tn
(Rn-Tn)**2
SUMOD
1/n
1/n*sumod
(1+above)
(a30)**-0.
ad1*100
log(a32)
f2=50(al33
passlimit
Conclusio

Data:

2h( B

Maximum |

Spreadsheet of Calculation for the F2 Matrix Diltiazem

Percent Dissolved
600R003B Reformult | TEST

12hr

39.08333| 43.91667| 85.83333

1.240112| 0.900337
3.172996| 2.050102
: 50*1og{[1+(1/n)(sum
A1 2
1.416667| 0.083333
2.006944| 0.006944
11.36111
" 02
2272222
3272222
0.552813|
56.28135
.1.742579
87.12893
- 50
Passes

18hr

1.527525
1.779641
fromt=1to
10.916667
0.840278

HYPOTHETICAL DATA R

A - |Approved |REF.  |600H001 T
2ahr 2he 12be 0 j18hr_ j24br |
. be TR .
%85| 40.5] 44| 86759358333
1.445998 1.243163| 0.738549| 1.13818] 1.505042|'
1.498443 | 3.069539| 1.67852| 1.312023| 1.608237|y
n of (Rt-Tt)**2]**-0.5*100} 1 o ) ) )

4 ' i o i o
-2.91667| I
8.506944| | ) I N R M

HC| ER Capsules 300 mg




7;(,[9{/6 12

Spreadsheet of Calculation for the F2 MatrixDiltiazem HCI ER Ca |240 mg |
Dissolution Data : Percent Dissolved HYPOTHETICAL DATA
Biobatch |599R002 |Reformult {TEST Approved |REF.  |599H001 | |
Unit#  |2hr 12hr 18hr 24hr g 2hr  |12hr |18hr 2abr |
¢
t
!
Co ; .
B | . I e
P
o L T LT
Average | 37.66667| ac, ""ea.'zbl ’91.91667|? 38.16667| 'vfd'z'.‘5'|> 84.91667| 94.08333|
Minimum ] - o - - -T o - - ~
Maximum| ~
STDEV | 2.059715] 1.193416| 2.005674| 1.831955| ! | 0.717741] 0.904534| 1.831955| 1.505042|""
%CV 5.468269| 2.841467| 2.409218| 1.993061| , | 1.880543( 2.128315| 2.157357| 1.59969|,
F2 formula : 50*log{[1+(1/n)(sum from t=1 to n of (Rt-Tt)**2]**{0.6*100} R
Samplen| 1 2 3 4 ] ' - 4 B . N
Rn-Tn |~ 05| 05| 1.666667| 2.166667 | B I N ) T
(Rn-Tn)*2 0.25]  0.25| 2.777778| 4.694444| | I R e T
SUMOD |7.972222| - o ’ R T
1n 02 T N
1n*sumod 1.594444| T e ) B R B
(1+above)| 2.594444 I N i B R
(a30)**-0. | 0.620837| i R
a31*100 | 62.08373| I R N
log(ad2) | 1.792978| | o
£2=50(a33| 89.64889|
passlimit 50
Conclusio |Passes




Takle

13
Spreadsheet of Calculation for the F2 Matrix Diltiazem HCI ER Ca |180 mg
Dissolution Data:  |Percent Dissolved |HYPOTHETICAL DATA o
Biobatch |Reformult |TEST  |598R002 - Approved |REF, 598F001
Unit#  [2hr '2hr 18hr  [24hr - ‘ o 2hr 12he18hr [24hr
—— —_ S S | SV SR S _.'_ %
L T I D R
) [ A I }_‘ I L
| o | i 1 i
- I —_— :
- _ ; | R S —_—
.- L% ~ o L N i rrrrr 41 ) f . ’
Average | 40.58333 44| 84.66667| 97.33333 T 40.5| 43.16667) 85.41667]  91.75)
Minimum |
Maximum | ) __ L o -
STDEV | 1.083625| 0.852803| 2.015095| 161433 [ [ | T [0.797724| 1.466804| 2.020726 2.22077]
%CV | 2.670122| 1.938188| 2.380033| 1658558 | o | 1969889 .3_9?8992 2365728 2420450
F2 formula : 50*log{[1+(1/n)(sum from t-1 tonof (R:TY*2]*05*00) 1| + 1 — ’
Sample n o 2 3 4 _
Rn-Tn -0.08333 -0.83333 0.75| -5.58333
(Rn- Tn)“ﬂ '0.006944| 0.694444|  0.5625| 31.17361| -
SUMOD | 32.4375 o !
i 0.2 e B
1in*sumod  6.4875
(14above)|  7.4875 o T
(a30)**-0. | 0.366453| |~ o R
a31*100 | 36.5453 R
log(a32) | 1.562832| Ty T
f2=50(a33| 78.14158 o T
passlimit_ 500 N e
Conclusio |Passes o o




Table

4

Spreadsheet of Calculatlon for the F2 Matri D|It|azem HCI ER Ca 120 mg ]
Dissolution Data:  |Percent Dissolved ) HYPOTHETICAL DATA
Biobatch Reformult |TEST  |597R005 Approved |REF. 597H001
Unit # 2hrf;' 12hr  '18hr  |24hr R e e i __gﬁﬁ?‘ 24hr

- N - B B —— - i - - 1

- ‘“\J\ S \ N - o L . .

Average | 30.41667] 46| 89.4i667| 98.66667 | - | 41.33333 44| 8375 9325
Minimum |
Maximum| -, —_— o o ’ ey . - .
STDEV | 0.996205| 1.044466| 2.234373| 2.674232) | ) | 0.984732| 1.658312| 2.527126| 2.632835|
%CV | 2.52737| 2.270578| 2.498833| 2.71037 ) | 2.382416| 3.768892| 3.017463| 2.823415
F2 formula : 50*log{[1+(1/n)(sum from t=1 to n of (Rt-T)**2]**-0.5*100} | L I
Samplen | 1] 2 3 4 | T 1 2 3 4
Rn-Tn 1.916667|  -2| -566667| 541667 | | | | N
(Rn-Tn)**2 3.673611| 4| 32.11111] 29.34028| o -
SUMOD | 69.125 T T -
1n 0.2 T - o N
1/n*sumo 13.825 N T
(1+above)| 14.825 o o T
(a30)**-0. | 0.259718| B | ) )
a31*100 | 25.97184 o o I i B -
log(a32) | 1.414503| T o T
f2=50(a33| 70.72513| N e A " o
passlimit so | _ o I Y
Conclusio |Passes i o
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Diltiazem Andrx Pharmaceuticals
300 mg CD-€tapsule — Fort Lauderdale, Florida
‘240 mg CD Capsule Submission Dated:

180 mg CD Capsule September 22, 1995

120 mg CD Capsule Nouvember 24, 1995(accep.)
ANDA# 74752 March 25, 1996

Reviewer: Andre J. Jackson May 2, 1996

WP #74752SDW.985

REVIEW OF SINGLE DOSE FASTING, MULTIPLE DOSE STEADY-STATE, POST-

PRANDIAL SINGLE DOSE BIOEQUIVALENCE STUDIES FOR 300 MG CD CAPSULE

AND DISSOLUTION DATA AND WAIVER REQUESTS FOR 240 MG, 180 MG and
120 MG CAPSULES

Backaground

Diltiazem is a calcium ion influx inhibitor(slow-channel blocker
or calcium antagonist). The therapeutic effects of diltiazem are
believed to be related to its ability tc inhibit the influx of
calcium ions during membrane depolarization of cardiac and
vascular smooth muscle. The marketed sustained-release diltiazem
formulation is indicated for angina and hypertension in the
approved labeling. It produces its antihypertensive effect
primarily by relaxing arteriolar vascular resistance. The
magnitude of blood pressure reduction is related to the degree of
hypertension; thus, hypertensive individuals experinece an
antihypertensive effect, whereas there is only a modest fall in
blood pressure in normotensives.

Diltiazem is well absorbed from the gastrointestinal tract and is
subject to an extensive first-pass effect, giving an absolute
bicavailability of about 40%. Desacetyldiltiazem, a major
metabolite, possesses 25% to 50% of diltiazem's pharmacologic
activity as diltiazem. Whereas N-monodemethyldiltiazem, the
major metabolite, is less active. The apparent biclogical half-
life following multirle-dose administration is 5 to 7 hours. The
therapeutic dose for sustained release diltiazem starts at 120 mg
to 180 mg once daily, and is titrated to adjust to each patient's
needs. .



- STUDY I
SINGLE-DOSE FASTING STUDY

Objective:

- -
- -

-

The aim of this study is to compare the oral bicavailability of a
300 mg test capsule formulation of diltiazem HCL to an equivalent
oral dose of the reference product, Cardizem® CD capsule
manufactured by Marion Merrell Dow following a single 300 mg dose
under fasting conditions.

Methods:

The study was conducted at _ e e
-—under-the direction of _ ———— - - The

samples were analyzed by , . . .. under the

direction of The study was conducted

over the period of Abfil 1 through April 10, 19895. Sampile
analysis began on April 24, 1995, and ended on May 1, 1995.

I. Characterization of Study Group:

A, Inclusion criteria

1. All volunteers selected for this study were male
volunteers between the ages of 18 and 45 years. Weight
range of the volunteers was within +10% of normal body
weight for height and frame with a minimum weicht of
140 1lbs.

2. Each volunteer was given a general physical examination
within 21 days of initiation of the study. Each
examination included blood pressure, general
observations, history, complete hemogram (hemocglobin,
hematocrit, WBC, differential), urinalysis (including
microscopic), biochemistry (blood urea nitrogen, serum
bilirubin [total], BUN, total protein and alkaline
phosphatase), HIV antibody screen, hepatitis B surface
antigen screens. Volunteers selected for the study had
no laboratory values greater than + 20% of the normal

range.
3. Normal electrocardiogram at time of screening.
4, Have provided written informed consent.



B. Exclusion Criteria
1. Volunteers with a history of alcohol or drug addiction
during the past two years, gastrointestinal, renal,
hepatic or cardiovascular diseases, tuberculosis,
epilepsy, asthma or any other medical disorder
requiring medication.

2. Any noted EKG abnormality.
3. History of allergic response to diltiazem.

4, Participation in a previous clinical trial or the
donation of one pint or more of blood within the past
4 weeks.

5. Use of any prescription drug during the four week
period prior to study initiation, or any OTC drug
during the two week period prior to study initiaticn.

6. Positive screen for drugs of abuse.
7. Positive HBsAg or HIV screen.

8. Subjects that smoke.

C. Informed Consent

All prospective volunteers had the study explained by a member of
the research team or a member of their staff. The nature of the
drug substance to be evaluated was explained together with the
potential hazards involving drug allergies and possible adverse
reactions. An acknowledgement of the receipt of this information
and the participant's freely-tendered offer to volunteer was
obtained in writing from each participant in the study.

II. Study Conduct

The study was conducted as a two-treatment two-period
crossover study. 30 subjects were screened and accepted
into the study. Subject 3 did not return for his 48 hour

sample but was included in the data analysis since only one
sample was missing.

A. Subjects fasted 10 hours before dosing and until 4.0 hrs
after their scheduled dosing times. All subjects were civen
of water at the time of drug administration. Water



was not allowed from 1 hour before until 1 hour following
drug administration and then provided ad libitum.

Subjects were instructed not to lie down for 4 hours
following study drug administration, and not to engage in
any strenuous physical activity.

Standard meals were provided at 4 and approx1mately 10
hours after dosing.

B. The products employed in the study were:

1. Test: Andrx Pharmaceuticals 300 mg diltiazem HCL
sustained-release capsule, Lot # 600R001A, potency-SR1l
‘beads--‘»gzrfsaszeads_.~u .—...eXpiration date 3/97,

_lot size . explratlon date March 1997.

2. Reference product: Cardizem® 300 mg capsule, Lot #
= >~ P70056, potency-SRl-beads 101.2%; SR2 beads 101.6%,
expiration date December 1995.

e ,~Mlhereﬂwasmaﬁl,dayﬂwashoutmbetweenwdoses.

C. A 300 mg dose—{1 x 300 mg)-—of—each product (test and
reference) was administered at time zero with _ _. of
water. The randomization scheme is presented in Table 1.

Table 1 Random A551gnment of 30 subjects

Sequence SUBJECT
A,B 1, 4 5,9,12, 15 16 17 19 22 23 25 27 29 30
B,A 2,3,6,7,8,10,11,13,14,18,20,21,24,26,28

Treatment A: Andrx diltiazem CD 1 X 300 mg capsule
Treatment B: Marion Merrel Dow Cardizem®-1 x 300 mg capsule

The composition based upon type of pellets for the 300 mg capsule
is given in Table 2.



Table 2. Composition based upon type of pellet.

Ingredients— _ Active Drug

k mg )
SR1 Pellets 120.0 40
SR2 Pellets 180.0 - 60
Total 300.0 100

Table 3. Final composition of the diltiazem_extended—release (CD)
..capsule, 300 mg. = .. : S

Ingredient __{Amount/Tablet(mg) |

Sugar ———

Diltiazem 308.2

HCL, I R B

Ethylcellulose, : !

Polysorbate ) )

Eudragit I B T

Eudragit , A

Talc,

Acetyl tributyl

citrate H e E e —— -

Orange opaque capsule |

Total 696.9

D. Blood was collected pre-dose and at the following times post-
dose: 2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 24, 30, 36 and 48

hours after dosing.

During the study subjects were monitored for adverse
reactions. Within 60 minutes prior to dosing, a baseline

ECG was obtained to determine drug-free PR interval.
Additional ECG determinations were done at post-dosing hours
4, 6, 8, 14, 16 and 18 within 30 minutes of the blood sample
in order to determine drug effect on PR interval prolongation.

5



III.

Analytical
Plasma concentrations of diltiazem, desacetyldiltiazem and
desmethyldiltiazem were analyzed by with ultravioclet
detection using _ __ o :s an internal standard. Total
storage time for samples was approximately 30 days.

DILTIAZEM

Assay sensitivity:

The assay was linear over the range of .. __ _.. _,..._. The
limit of sensitivity of the assay was defined as

with values less than this reported as zero.

Precision and Reproducibility:

Reproducibility was assessed by comparing the results of
standard samples assayed on different days. The coefficient of
variation was 3.47% at a concentration of and 6.48%
at ’

Inter-day accuracy was assessed by comparing the results of
quality control samples analyzed on different days. The
accuracy was 95.0% at 5 ng/ml and 96% at 300 ng/ml.

Absolute Recovery

The overall recovery for diltiazem was 68% and the data is
appended in Table 4.

Absolute Recovery-Internal Standard
The overall recovery for ) following extraction
was B82%. The data is appended in Table 5.

Stability-Long Term
The stability data for diltiazem for a set of quality control
samples prepared on September 22, 1994, and analyzed May 10,

1995, is presented in appended Table 6. The long term stability
data are acceptable.

Freeze-Thaw Stakility

Three control concentrations at 5, 75 and 300 ng/ml were
studied for 3 freeze-thaw cycles. The results are appended in
Table 7. The freeze-thaw stability data are acceptable.

Room Temperature Stability

Three control concentrations at 5, 75 and 300 ng/ml were
allowed to sit Zor 4 hours at room temperature prior to
processing. The results are appended in Table 8. The room

6



temperature stability data are acceptable.

DESACETYLDILTIAZEM
Assay sensitivity:
The assay was linear over the range of 2.0 to 400 ng/ml. The
limit of sensitivity of the assay was defined as
with values less than this reported as zero. '

Precision and Reproducibility:

Reproducibility was assessed by comparing-the results of
standard samples assayed on different days. The coefficient of
variation was 3.24% at a concentration of = and 1.58%
at S o T '

Inter-day accuracy was assessed by comparing the results of
quality control samples analyzed on different days. The
accuracy was 103.0% at 5 ng/ml and 104% -at 300 ng/ml.

Absolute Recovery

The overall recovery for desacetyldiltiazem following
extraction was 67.6%. The data is appended in Table 9.

Stability-Long Term

The stability data for desacetyldiltiazem for a set of quality
control samples prepared on September 22, 1994 and analyzed May
10, 1995, are presented in appended Table 10. The long term
stability data are acceptable.

Freeze-Thaw Stability

Three control concentrations at 5, 75 and 300 ng/ml were
studied for 3 freeze-thaw cycles. The results are appended in
Table 11. The freeze-thaw stability data are -acceptable.

Room Temperature Stability .

Three control concentrations at 5, 75 and 300 ng/ml were
allowed to sit for 4 hours at room temperature prior to
processing. The results are appended in Table 12. The room
temperature stability data are acceptable.

DESMETHYLDILTIAZEM

Assay sensitivity:
The assay was linear over the range of ml. The



Iv.

limit of sensitivity of the assay was defined as ... +«.,. .,
with values less—than this reported as zero.

Precision and Reproducibility:
Reproducibility was assessed by -comparing the results of
standard samples assayed on different days. The coefficient of
variation was 5.27% at a concentration of and 1.63%
at it

Inter-day accuracy was assessed by comparing the results of
quality control samples analyzed on different .days. The
accuracy was 107.0% at and 108% at

Absolute Recovery
The overall recovery for desmethyldiltiazem following
extraction was—61.6%:The datais appendedin Table 13.—

Stability-Long Term o

The stability data for desmethyldiltiazem for a set of quality
control samples prepared on September 22, 1994 and analyzed
May 10, 1995, are presented_in appended Table 14. The long. term
stability data are acceptzble.

Freeze~-Thaw Stability - -~ -~ =

Three control concentrations at were
studied for 3 freeze-thaw cycles. The results are appended in
Table 15. The freeze-thaw stability data are acceptable.

Room Temperature Stability e

Three control concentrations at . were
allowed to sit for 4 hours at room temperature prior to
processing. The results azre appended in Table 16. The room
temperature stability dataz are acceptable. '

24 Hour Stability

Samples extracted with run 15BBB were injected on Run 16BBB to
demonstrate 24 hour extract stability. The results for
diltiazem, desacetyldiltiazem and desmethyldiltiazem are
presented in Tables 17-19 respectively. The samples exhibit
acceptable 24 hour extract stability.

Pharmacokinetic Methodolegy

Area under the curve(0-t) and AUC(0-inf) were calculated as
well as elimination parameters for each subject and dosing
group. Observed values for Tmax and Cmax were also reported.



Statistical Evaluation

ANOVA was performed at an alpha=0.05 using the GLM procedure of
SAS. The model contained the effects of subject within
sequence, period and treatment. _Seguence effects were tested
against the mean square term for subjects within sequence. All
other main effects were tested against the mean square error
term. The 90% confidence intervals for the difference between
formulations and the power to detect a 20% difference between
formulations were calculated for each.parameteér based upon its
ANOVA. T

Log—transformed_data were submitted for analysis.




— - RESULTS

Diltiazem

Table ZOH

Diltiazem Plasma Concentrations..(ng/mlL)
Following a Single Oral 300 mg Capsule Dose
Following an Overnight Fast, n=30
T T rValues are Mearm ¥ (% TV ST

Sampling Test Drug Reference Drug
Time (Hours) Andrx Cardizem® CD
Marion Merrell Dow
0 o0 o V7 7o

2 | 1.93(260.36) |  1.18(165.74)

4 50.99(103.86) 33.83(100.70)
6 - 10113 51.03) —| 10687 (36.21)

8 81.80 (45.04) 73.40 (34.60)

10 64.96 (41.84) 54.45 (40.68)
12 70.72 (41.05) 62.82 (49.07)
14 88.95 (40.15) 82.65 (48.69)
16 98.86 (34.84) 97.15 (41.00)
18 94.15 (32.78) 93.07 (34.66)
20 : 82.18 (34.04) 81.90 (35.68)
24 64.55 (35.41) 67.13 (37.23)
30 39.67 (44.68) 43.25 (48.10)
36 17.80 (54.41) 20.34 (56.10)
48 4.61 (82.33)* 5.65 (78.68)

*n=29; Subject #03 failed to return for blood sample
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"Table 21 o
Summary of Diltiazem Plasma Concentration PK Parameters
Following a Single Oral 300 mg Capsule Dose
Under Fasting Conditions, n=30
Values are Mean + (% CV).

Reference Drug
Test Drug Cardizem® CD T/R

-Parameter Andrx Marion Merrell Dow Ratio
Cmax 121.42(34.74) 117.92 (34.34) 1.03
(ng/ml) o . .
Ln Cmax T F 4,73, 48.38)="1= -~ 4.710--.(7.62) 1.02
(ng/ml)?
AUC (0-t) 2287.9 (36.00) 2259.7 (34.50) 1.01
(ng.h/ml)?
Ln AUC (0-t)
(ng.h/ml)? 7.66 (5.14) - 7766 (4.62) 1.00
AUC (0-inf)
(ng.h/ml)? 2348.8 (35.9) 2329.3 (34.60) 1.00
Ln AUC (0-inf)
(ng.h/ml)? 7.69 (5.05) . 7.69 (4.60) 1.00
Tmax (h) - 10.8 (50.2) 10.5 (47.80) 1.00
Kee (1/h) - 0.117(18.19) | = 0.11 (17.62)
T,,, (h) 6.24(18.86) 6.43 (17.24)

Log Transformed (LNAUC (0-t), LNAUC (0-inf), Ln Cmax
Ratio is based upon least squares geometric means
ZAUC (0-t)=AUC (0 to last measurable concentration)
Ratio is based upon the arithmetic means

SAUC (0-inf)=AUC (0 to infinity)

11



Table 22. 90% Confidence Intervals for diltiazem based on Ln
transformed—data (N=30).

Ln AUC(0-t) (89.4 112.4) -
Ln AUC (0-INF) (89.3 112.0)
Ln Cmax (92.6 112.6)

Sample Reassays-
Only 12 samples were reassayed out of a total of 899(1.3%).

Adverse Effects-

Adverse effects are appended in Table 23. Reported effects were
mainly headache and some nausea. Most effects were seen for the
reference product.

Protocol Deviations in Sample Draw Times
Deviations in planned sample draw times are presented in Table 24.

12



Desacetyldiltiazem

Table 25

Desacetyldiltiazem Plasma Concentrations (ng/mL)
Following a Single Oral 300 mg Capsule Dose
Following an Overnight Fast, n=30

Values are Mean + (% CV). =

Reference Drug
Sampling - Test Drug ~ Cardizem® CD
Time (Hours) Andrx Marion Merrell Dow
0 0 0

2 bagl bql
4 1.81 (146.66) 0.66 (210.07)
6 6.58 (60.32) 0.65 (25.27)
8 8.56 (53.03) 8.08 (36.88)
10 ' 9.42 (55.77) 8.32 (43.17)
12 9.95 (73.32) 9.16 (65.16)
14 12.78 (90.58) 11.64 (77.15)
16 15.16 (99.66) 14.24 (85.93)
18 16.96 (105.22) 16.00 (89.15)
20 17.96 (103.84) 17.17 (97.91)
24 18.17 (103.39) 18.51 (102.88)
30 16.44 (126.24) 17.31 (127.85)
36 10.38 (138.30) 12.05 (140.12)
48 3.31 (167.50)* 4.84 (160.13)

*n=29; Subject #03 failed to return for blood sample
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Table 26
" summary of Desacetyldiltiazem Plasma Concentrations PK Parameters
Following a Single Oral 300 mg
Capsule Dose Under Fasting Conditions
N=30 -
Values are Mean + (% CV).

Reference Drug
Test Drug Cardizem® CD T/R
Parameter Andrx Marion Merrell Dow Ratio
Cmax 19.68 (106.17) 20.28 (104.12) 0.97
(ng/ml)
Ln Cmax 2.68 (25.26) 2.719 (24.7¢6) 0.96
(ng/ml)?
AUC({0-t) 499.3 (105.80) 527.0 (108.20) 0.95
(ng.h/ml)2
Ln AUC (0-t)
(ng.h/ml)? 5.89 (12.74) 5.95 (11.72) 0.94
AUC (0-inf)
(ng.h/ml)? } 597.5 (107.00) 626.4 (109.30) 0.96
Ln AUC (0-inf)
(ng.h/ml)!? 6.08 (11.36) 6.12 (11.33) 0.96
Twax (h) 22.1 (22.00) 23.0 (19.90)
Ko (1/h) 0.07 (26.12) 0.07 (31.28)
Ty, (h) 10.14 (42.12) 10.34 (25.71)

Log Transformed (LNAUC (0-t), LNAUC (0-inf), Ln Cmax
Ratio is based upon least squares geometric means
AUC (0-t)=AUC (0 to last measurable concentration)
Ratio is based upon the arithmetic means

AUC (0-inf)=AUC (0 to infinity)
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Table 27. 90% Confidence Intervals for desacetyldiltiazem.based on
Ln—transformed data (N=30).

Ln AUC (0-t) (82.3 107.8)
Ln AUC (0-INF) (88.7 105.1) A
Ln Cmax (87.3 107.9)
Desmethyldiltiazem
Table 28

Desmethyldiltiazem Plasma Concentrations (ng/mL)
Following a Single Oral 300 mg Capsule Dose
Following an Overnight Fast
Values are Mean *+ (% CV)

Reference Drug
Sampling Test Drug Cardizem® CD
Time (Hours) Andrx : Marion Merrell Dow
0 0 0
2 0.29 (388.23) bqgl
4 9.76 (102.09) 6.95 (82.22)
6 22.89 (45.32) 26.29 (22.39)
8 24.37 (32.43) 25.04 (19.69)
10 22.97 (28.97) 21.74 (23.39)
12 23.73 (28.29) 23.08 (30.42)
14 27.73 (31.20) 26.48 (34.38)
16 31.06 (27.84) 31.32 (29.55)
18 31.09 (26.64) 31.14 (24.42)
20 29.23 (25.81) 29.39 (23.91)
24 25.42 (25.395) 26.31 (25.32)
30 20.29 (30.95) 21.49 (28.77)
36 12.36 (36.35) 13.38 (33.62)
48 4.61 (48.03)* 5.13 (45.62)

*n=29; Subject #03 failed to return for blood sample
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Table 29 “
Summary Desmethyldiltiazem Plasma Concentration PK Parameters
Following a Single Oral 300 mgCapsule Dose Under Fasting
Conditions, N=30
Values are Mean +-Mean (% CV)

.Reference Drug
Test Drug Cardizem® CD T/R
Parameter Andrx Marion Merrell Dow Ratio
Cmax . . | ..33.05 (25.23) " 33.71 (23.51) 0.98
(ng/ml)
Ln Cmax 3.46 (8.49) 3.48 (7.12) 0.97
(ng/ml)‘ — L e e . .
AUC (0-t) S S e e - :
(ng.h/ml)? 857.9 (26.30) 882.9 (22.20) 0.97
Ln AUC (0-t)
(ng.h/ml)? 1 6.71 (4.59) ""6.75  (3.34) 0.95
AUC (0-inf) - T
(ng.h/ml)? 924.7 (26.00) 953.0 (23.20) 0.97
Ln AUC (0-inf) |
(ng.h/ml)? 6.97 (4.43) 6.83 (3.34) 1.15
Tmax (h) 15.1 (29.40) | 15.2 (36.70)
Ke (1/h) 0.08 (14.78) 0.08 (16.40)
T,, (h) 8.66 (16.52) 8.73 (15.71)

'Log Transformed (LNAUC (0-t), LNAUC (0-inf), Ln Cmax
Ratio is based upon least squares geometric means
2AUC (0-t)=AUC (0 to last measurable concentration)
Ratio is based upon the arithmetic means

SAUC (0-inf)=AUC (0 to infinity) R

16



Table 30. 90% Confidence Intervals for desmethyldiltiazem based on
La-transformed data (N=30).

1t

Ln AUC(0-t) (87.3 104.7)

Ln AUC (0-INF) (87.4 104.9) R,
Ln Cmax (90.3 104.6)

A1l confidence intervals for the parent drug
*‘*~ana metabolltes*Wéfé‘?éfifiéd’hy the

reviewer T

STKHDY’III

. —~-MULTIPLE DOSE-STUBY -~ -

Objective:

-

The aim of this study is to compare the oral biocavailability at
stead-state of a 300 mg test capsule formulation of diltiazem HCL
to an equivalent oral dose of the reference product, Cardizem® CD
capsule manufactured by Marion Merrell Dow.

Methods:

The study was conducted at R
under the direction of e The

samples were analyzed by o "~ under the

direction of ~ ‘ _ Study period I was
initiated on"July 10, 1995; Study period II began on July 24, 1995.

e e st 4

I. Characterization of Study Group:

A. Inclusion criteria

1. All volunteers selected for this study were male
volunteers between the ages of 18 and 44 years. Weight
range of the volunteers was within +10% of their desirable

height/weight ratio according to the 1983 Metropolitan
Insurance Table.

17



2. All other inelusion criteria were similar to those for the
single dose study.

B. Exclusion criteria

- -
- -

1. Same as those for the single dose study

C. Informed Consent

All prospective volunteers had the study explained by a member of
the research.team or-a member of their staff The nature of the .
drug substance to be evaluated was explained together with the
potential hazards involving drug allergies and possible adverse
reactions. An acknowledgement of the receipt of this information
and the participant's freely-tendered offer to volunteer was
obtained in writing from each participant in the study. - .

IT. Study Conduct- —

The study was conducted as a two-treatment two-period
steady-state crossover study. 26 subjects were screened and
accepted into the study. 24 subjects were evaluated while
subject--12-was-dropped{explanation-of-prebablydrug -related)
and 13 was dropped for personal reasons.

A. Subjects fasted 10 hours before dosing which was scheduled as:

Study Day 1 Dose I - :
Study-Day-2 - ‘Dosevllmwﬁaﬁm_ B -

Study Day 3 Dose III

Study Day 4 Dose I T T e e e
Study Day 5 Dose V

On the evening of study day 5, subjects checked into the clinic 10
hours prior to dosing on study day 6 to begin an overnight fast.

All subjects -were sequestered until 24--hocurs following their--last
dose.

B. The products employed in the study. were: .

1. Test: -Andrx Pharmaceuticals 360 mg diltiazem HCL
sustained-release capsule, Lot # 600R001A, potency-SR1
beads-97.6%, SR2 beads-100.7%, expiration date 3/97, lot
size expiration date March 1997.

2. Reference product: Cardizem® 300 mg capsule, Lot #

P70056, potency-SR1 beads 101.2%; SR2 beads 101.6§%,
expiration date December 1995.

18



There was a—14 day washout between dosing periodé.
C. A 300 mg dose (1 x 300 mg) of each product (test and reference)

was administered at time zero on each study day with of
water. The randomization scheme is presented in Table 31.

Table 31. Random Assignment of 26 subjects _ o e e
- — —

Sequence SUBJECT
i _ e -
A,B 2,4,6,9,10,15,16,17,19,23,24,25
B,A  |1,3,5,7,8,11,12,13,14,18,20,21,22,26 -

Treatment A:Andrx diltiazem 1 X 300 mg CD capsule
Treatment B: Marion Merrel Dow Cardizem® 17X 300 mg capsule

D. Blood was collected at hour 0 on study days 1-6. On day 6
additional samples were collectéd post-dése—at 2, 4, 6, 8, 10,
12, 14, 16, 18, 20 and 24 hours.

E. During the study subjects were monitored for adverse
reactions. An ECG was obtained prior to the first dose each
period to establish a reference value for PR interval
evaluation. Additional ECGs were obtained at baseline prior to
the 6th dose, and at post-dose hours 4, 6, 8, 14, 16 and 18 in
order to determine drug effect on PR interval prolongation.

IIT. Analytical

Plasma concentrations of diltiazem, desacetyldiltiazem and
desmethyldiltiazem were analyzed by with

detection using _ as an internal standard.
Analysis of samples began on August 2, 1995, and ended on
August 10, 1995.
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— - DILTIAZEM

Assay sensitivity:

The assay was linear over the range. of " +. The
limit of sensitivity of the assay was defined as ;/ml,
with values less than this reported as zero.

Pracision and Reproducibility: -
Reproducibility was assessed by comparing the results of

standard-samples assayed on differentdaysT—The coefficientof
variation was 3.32% at a concentration of . and 2.55%

Inter-day adcuracy”was asségéed by comparing the results 6f
quality control—samples anatyzed on different days. The
accuracy was 96.8% at . and 98% at

DESACETYLDILTIAZEM N

Assay sensitivity:

The assay ‘was-linear over the range of— -~ - -~ - The
limit of sensitivity of the assay was defined as

with values less than this reported as zero. —

Precision and Reproducibility:
Reproducibility-was—assessed-by—comparing—the results -of -
standard samples assayed on different days. The coefficient of
variation was 3.44% at & concentrationof 7777 "and 2.48%
at :

Inter-day accuracy was assessed by comparing the results of
quality control samples analyzed on different days. The
accuracy was 98.0% at and 98% at

-DESMETHYLDILTIAZEM

Assay sensitivity:
The assay was linear over the range of The
limit of sensitivity of the assay was defined as <1,

with values less than this reported as zero.

Precision and Reproducibility:
Reproducibility was assessed by comparing the results of

20
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standard samples assayed on different days. The coefficient of
varlatLen was 3 94% at a concentration of and 2.54%
at -

Inter-day accuracy was assessed hy comparing the results of
quality control samples analyzed on different days. The
accuracy was 103.0% at . © ..and 105% at

Pharmacokinetic Methodology

Area under the curve(0-1) (ie 24 hrs) at steady—state and per
cent fluctuatiom {{Cmax-Cmin)/Cmin] was calculated. Observed
values for Tmax, Cmax and Cmin were also reported.

Statistical Evaluation

ANOVA -was-performed-at an-alpha=0.05-using the GLM procedure of
SAS. The model contained the effects of subject within
sequence, "~ ‘period and treatment: Sequence effects were tested
against the mean square term for subjects-within sequence. All
other main effects were tested against the mean square error
term. . The 90% confidence._intervals for the difference between
formulations and the power to detect a 20% difference between
formulations were calculzted for eacth parameter based upon its
ANOVA.

Log-transformed data were submitted for analysis.
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RESULTS

Table 32

Diltiazem Plasma Concentrations (ng/ml)

Following Multiplie- Bcs::‘rrg"o'f‘?n“‘cra.t—"‘ﬁﬁ—mg—eapsule n=24

Values are Mean + (% CV)
B ENE-tol ool :Test Drug_-: ] . Reference Drug
1Sampling ... Sampllng . Andrx . Cardizem® CD
Time - {Days) | Time (Hours) | fPharmaceutical-s,-_: Marion Merrell Tow
1 ¢ | o 0
T 0 63.11 (45.78) 66.27 (56.78)
3 0 . 77.29 (40.97) 78.89 (50.78)
4 0 - T 775.94 (49.76) 79.18 (45.49)
-5 0 74.34 (45.57) 76.23 (49.73)
6 0 . 68.99 (50.33) .| 79.73 (41.23)
6 2 67.94 (59.54) 78.18 (47.39)
6 g 97.64 (69.30) 110.52 (61.82)
6 6 142.29 (41.39) 187.57 (34..4)
6 _-822-- | 136:81-{40.32) - 143.96 (38.59)
6 107 | 115.057144:34) 111.66 (40.35)
6 12 <} 107.632445.54) | - -106.85 (3874}
6 14 115.52 (48.83) 115.26 (37.36)
6 16 119.57 (48.41) 119.33 (34.43)
6 18 108.77 (50.45) 112.70 (34.94)
6 20 94.40 (51.72) 98.54 (35.53)
6 24 | 75.07 (51.26) 79.97 (42.36)

!Samples on days 1-6 at

time 0 are Cmin values




- - .Summaryxnlltlazem Plasma PK Parameters
Follow1ng Multiple Dosing of an Oral 300 mg Capsule, n=24

Values are Mean *

(3 CV)

Test Drug *fkeferendejnrug o
o Andrx "TCardizem® CD T/R
Parameter Pharmaceuticals | Marion Merrell Dow Ratio
AUC (O-T) -- - -H- CTUTC ToIT o eioanzn Tl liaae L TAT S
(ng.h/ml)%.-=2> H:2524;9 -coo (43§ 27075 :(-3&:44— 0.93
Ln AUC (O-T) 1 I
(ng.h/ml)? 7.72  (6.55) 7.82 (5.95) 0.96
Cmax (ng/ml) 168.8 "~ "[38) 1"~ "187.% " (34.1) 0.90
Ln Cmax (ng/ml) 5.05--(8.21) -{-°=" 83177 (7.24) 0.88
Cmin (ng/ml) 69  (50.34) |-- _99.73-441.24) 0.86
Tuax (h) 8 7743y | .._6 . (0)

$ Fluctuation

184.52 (73.93)

155.36 (45.56)

1AUC (0-t)= AUC (0=T§- AOC for a. dosing 1nterva1 at. steady—state
Ratio is based upon the arithmetic means

2Log Transformed (LNAUC(C-T), Ln Cmax)’
Ratio is based ‘upen._ leact squares geometrlc_means, .

Table 34.

transformed data(NfZQ)

Ln AUC (0-1)

Ln Cmax

Sample Reassays-._

Only 18 samples were reassayed OJt of a total of 816(2.2%)

Adverse Effacts-.

Adverse effects are appended in Table 35.
mainly headache and some nausea.
between test and reference products.

- (84.4

98.6)

(81.7._96.4)

Protocol Deviations in Sample Draw Times
Deviations in planned sample draw times are presented in Table 36.
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Table 37

Desaéétyldiltiazem Plasma Concentrations

(ng/mLy

Following Multiple Dosing of an Oral 300 mg Capsule, n=23

Values are Mean + (% CV) .

-, -
- -

= —

o T est Drug Reference Drug
'Samp }ing———Sampting — Andrx Cardizem® CD
Time (Days) | Time (Hours) Pharmaceuticals |Marion Merrell Dow
1 0 0 0
2 0 13.67 (100.41) 14.59 (120.46)
T 0 [ 21.48 (137.39) 26.06 (151.37)
R 23.41 (161.15) 24.50 (149.37)
57 01 23.54 (152.19) 20.95 (149.88)
=T 0 ~—22-.91 [165.81) 23.44 (139.68)
6 2 22.28-(154.957"°] ~ 23.97 (152.74)
6 4 23.78 (171.33) 24.22 (148.06)
6 6 26.07 (156.34) 28.91 (140.89)
6 -sotg oo b U24770°7124.55) [T 27.71 (141.33)
6 10~ 24.44 (126.26) 26.38 (136.83)
6 _-12-.-- b= 22,92 (130.04)_ 24.64__(147.02)
6 14 24.42 (141.27) 24.70 (140.06)
6 16 23.48 (129.82) 24.26 (131.24)
6 18 22.83 (128.84) 24.69 (133.44)
6 20 23.54 (150.04) 24.52 (142.12)
6 24 22.43 (140.74) 24.57 (147.67)

*Subject #17 omitted due to interference peaks.
Samples on days 1-6 at time 0 are Cmin values.
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Table 38
— Summary Desacetyldiltiazem Plasma
PK Parameters Following Multiple Dosing of an
Oral 300 mg Capsule, n=23
.. _.. Values are Mean +_ (% CV)

Test Drug - Reference Drug
Andrx Cardizem® CD T/R
Parameter | Pharmaceuticals |Marion Merrell Dow Ratio
AUC (O-1) e D N

(ng.h/ml1)? 568.4 (142.3) 605.2 (141.6) 0.94
Ln AUC (0O-1)

(ng.h/ml)? | 6.00 (11.16) 6.08  (10.48) 0.92
Cmax (ng/ml) - 28.7-  {(140.7) 29.8 --{135.6) 0.96
Ln Cmax (ng/ml) 3.03 (21.35) 3.09  (20.41) 0.95
Cmin (ng/ml) 22.91 (165,.81). _|._23.44 (139.69) 0.98
Tmax (h) 11 (57) 10 (51)
$ Fluctuation | 37.02 (67.05) 28.31  (59.51)

'AUC (O-1)~- AUC for a dosing interval at steady-state
Ratio is based upon the arithmetic means o

?Log Transformed (LNAUC({0O-T);” Ln Tmax)’ S
Ratio is based upon least squares geometric means

Table 39. 90% Confidence Intervals for desacetyldiltiazem based on
Ln transformed data(N=23).

Ln AUC(0-1) (86.9 97.7)

Ln Cmax (89.5 99.6)
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. .._.Table 40

——— —_—

Desmethyldiltiazem Plasma Concentrations (ng/mL)
Following Multiple Dosing of an Oral 300 mg Capsule, n=24
Values are Mean_+_(% CV)

. -Test Drug Reference Drug
lSampling Sampling Andrx ..Cardizem® CD
Time (Days) | Time (Hours) Pharmaceuticals |Marion Merrell Dow
S SR petol U Soa e ¢ By S 0 0
2 0 25.35 (33.03) 26.82  (33.81)
3 ——=p-~ -] ~"32:82 °129:42) | °32.48  (40.75)
4 0 32.92 (36.83) 34.40  (37.19)
5 ~ 7 76 | 33.24 (32.65) 33.41  (37.99)
6 0 '30.95 (36.09) | 35.00  (31.91)
6 2- 30.01 (39.54) 34.10  (36.13)
6 4 .33.30  (36.97) 37.38  (40.09)
6 6 42.05 (31.94) - 51.79  (28.74)
6 8 44.13 (30.94) 50.03  (32.22)
6 10 41.90 (31.23) 44.92  (33.67)
6 12 40.17 (30.06) 43.08  (31.73)
6 14 42.90 (32.67) 44.57  (32.25)
6 16 43.37 (33.05) 44.51  (31.14)
6 18 41.46 (35.90) 43.46  (31.66)
6 20 38.14 (37.50) 40.12  (32.85)
6 24 32.20 (37.60) 35.78  (36.37)

!.Samples on days 1-6 at time 0 are Cmin values.
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Table 41
__Summary Desmethyldiltiazem
PK Parameters Following Multiple Dosing of an
Oral 300 mg Capsule, n=24
Values are Mean + (%CV)

J .. Test.-Drug__.._| Reference Drug
-~ | - _Andrx Cardizem® CD T/R
Parameter Pharmaceuticals |Marion Merrell Dow Ratio
AUC (O-T1)
—{ng.h/m} 3365 —31-8Y 6147 {317 )~~~L-—G~.~92~~ :
Ln AUC (O-T1) e . _

(ng.h/ml)? 6.78 (5.24) 6.86 (5.36) 0.92
Cmax. (ng/ml) 49.1 _ _(28.1) | 53.7 ____ .(28.0) 0.91 .
Ln Cmax (ng/ml) 3.85 (72.83) |. . 3.94 (7.74) 0.91
Cmin -(ng/ml)} 30.96__ (36 _09) 35 (31.91)._1 _0.88
Twx (R) —ov o} 12 (40} - 9 (44) } .

§ Fluctuation .. 71.20 (79.52) 58.00___(39.867)

AUC (O-1)- AUC for a dosing interval at steady-state

Ratio is based upon the arithmetic means

’Log Transformed (LNAUC(O-1), Ln Cmax)

Ratio is-based—upon-least—squares geometric-means -

Table 42. 90% Confidence Intervals for desmethyldiltiazem based on
Ln transformed data (N=24).

Ln AUC(O-1)y —

Ln Cmax

T (86.6

8T0- 97T

96.5)

All confidenceintervals- for the parent drug
and--metabolites were-verified by the

reviewer
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— — STUDY III

SINGLE-DOSE POST-PRANDIAL STUDY

Objective:

The aim of this study is to compare the oral biocavailability of a
300 mg test capsule-formulstion—of-diltiszemHEL—to—an-eguivalent
oral dose of the reference product, Cardizem® CD capsule
manufactured by Marion Merrell Dow following a single 300 mg dose
under fasting and non-fasting conditions.

Methods:

The study was conducted at T N R
‘under the alrecgign of ___M,D.. The

samples were analyzed by 7 under the

direction of Study periocd—I was begun

May 17, 1995; ‘study period II started May 24, 1995, while study
period III began May 31, 1995, Samples analysis began on June 7,
1995 and concluded on June 18, 1995,

I. Characterizatien of Study Group:

A. Inclusion crlterla
1. All volunteers selected for this study were male
volunteers between the ages of 18 and 37 years. Weight
range of the woluntsers was within+10% of their desirable

height/weight ratio according to the 1983 Metropolitan
Insurance Table.

2.  All other inclusion criteria were similar to those for the
fasting single dose study.

B. Exclusion criteria

1. Same as those for the fasting single dose study.

C. Informed Consent

All prospective volunteers had the study explained by a member of
the research team or a member of their staff. -The nature of the
drug substance to be evaluated was explained together with the
potential hazards involving drug allergies and possibls adverse
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reactions. An acknowledgement of the receipt of this information
“and _the participantls freely-tendered offer to volunteer was
‘obtained in writing from :each participant in the study.

II Study—anduct

The.study was conducted-as a randomized three-treatment three-
period crossover study. 24 subjects were screened and accepted
into the study.

A. Subjects fasted 10 hours before.dosing. Beginning 15 minutes
before-their assigned dose:-time, subjects-assigned-.to the "food
effects" groups were given the following high fat meal:

M
f one buttered English muffin

P one fried egg '

E one slice of American cheese

; one slice of Canadian bacon ”

‘one serving of hash brown potatoes - i

eight fluid oz. of whole milk S G
six fluid oz. of orange juice !

-

P2 JE A
T AII SEEjéﬁtE‘w—fe‘quen Of Water at the time of drug
admlnlepratlgn_ustaggaga ggaisqyeggfp;oylded at 4 and
approximately 10 hours after dosing.

B. The products employed in the study treatments were:

1. Treatment A Test(fasting): Andrx Pharmaceuticals 300 mg
diltiazem HCL sustained-release capsule, Lot # 600R001A,
_potency-SR1 beads-. ... __ . 3R2 _beads-. . s, -exXpiration date

3/97, lot size _ iexpiration date March 1997.

2. Treatment B Test (post-prandial): Andrx Pharmaceuticals
300 mg dlltiazem HCL su;tained-releése capsule, Lot #

. o ——a— T

explratlon qate 3/97,ilot size. ‘ explratlonddate

—— MareR 3097, IR
T 73.  Treatment C Reference(post-prandial]): Cardizem® 300 mg
capsule, Lot # P70056, potency-SR1l beads ; SR2 beads

, expiration date December 1995

There was a 7 day washout between doses.
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C. A 300 mg dose (1 x 300 mg) of each product (test and reference)
was administered—at time zero w1th‘,,w_ ‘of water. The
randomization scheme is presented in Table 43.

- -
- e
- -

Table 43. Random Assignment of 24 subjects

“ Sequence SUBJECT ... HWAhwW S

HaAc 1,9,14,22 H
' 2,7,15,24

3,8,13,23

Treatment B:Andrx 1 X 300 mg diltiazem CD capsule
Treatment C: Marion Merrel Dow Cardizem® 1 x 300 mg capsule

D. Blood was collected pre-dose and at the following times post-
dose: 2, 4, 6, 7, 8, 10, 12, 14, 16, 18, 20, 24, 30, 36 and 48
hours after dosing.

E. During the study subjects were monitored for adverse
reactions. An ECG was obtained at baseline each period to
establish reference value for PR interval evaluation.
Additional ECG determinations were done at post-dosing hours
4, 6, 8, 14, 16 and 18 within 30 minutes of the blood sample
in order to determine drug effect on PR interval prolongation.

III. Analytical

Plasma concentrations of diltiazem, desacetyldiltiazeg}and
desmethyldiltiazem were analyzed by__ﬂ“ ~ith -
detection using o ‘as an internal~standard. Total
storage time fof“EEﬁﬁTEé‘Wés'épprox1mately 30 days.
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— — DILTIAZEM

Assay sensitivity: - -

The assay was linear over--the ranga_o£ T The
limit of sensitivity of the assay was defined as =1
with values less than this reported. as zero. R

Precision and Reproducibility:

Reproducibility was assessed by ¢omparing the results of
standard samples assayed on different days. The coefficient of
variation was 6.04% at a concentration of(nﬁf_".» and 7.99%
at T S

st S

Inter-day accuracy was assessed by comparing the results of
quality control samples analyzed on different days. The

accuracy was 97.6% at - ' and 98% at

- DESACETYLDILTIAZEM -

Assay sensitivity: -— - o - -
The assay was linear over the range of _ |
limit of sensitivity of the assay was defined as
with values less than_this reported as zero. o

The

T s . s e n

Precision and Reprodueibility: - —— - —
Reproducibility was assessed by comparing the results of
standard samples assayed on different days. The coefficient of
variation was 5.73% at a concentration of __ _ __._ and 2.16%
at ) L

Inter~day accuracy was assessed by comparing the results of

quality control samples analyzed on different days. The
accuracy was 98.4% at 2~ . and 99% at

DESMETHYLDILTIAZEM

Assay sensitivity:
The assay was linear over the range of _The
limit of sensitivity of the assay was defined as :
with values less than this reported as zero.
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Iv.

Precision and Reproducibility:

Reproduecibility was assessed by comparing the results of
standard samples assayed on different days. The coefficient of
variation was 4.84% at a concentration of _____ _ nd 1.93%
at g/ml. - - ‘&

Inter-day accuracy was assessed by comparing the results of
quality control samples analyzed on different days. The
accuracy was 104.0% at 5 ng/ml and 103% at 300 ng/ml.

Pharmacokinetic Methodology

Area under the curve (0-t) and AUC(0-inf) were calculated as
well as elimination parameters for each subject and dosing
group. Observed values for Tmax and Cmax were also reported.

Statistical Evaluation

BANOVA was performed at an alpha=0.05 using the GLM procedure of
SAS. The model contained the effects of subject within
sequence, period and treatment. Sequence effects were tested
against the mean square term for subjects within sequence. All
other main effects were tested against the mean square error
term. The 90% confidence intervals for the difference between
formulations and the power to detect a 20% difference between
formulations were calculated for each parameter based upon

its ANOVA.

Log-transformed data were submitted for znalysis.
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RESULTS

Diltiazem

- . -
-, -

Table 44

Post-Prandial Diltiazem Plasma Concentrations (ng/mL)
Following a Single Oral 300 mg Capsule .Dose, n=24

Values are Mean + (% CV)

Reference Drug

Sampling Test Drug Test Drug Non-Fasting
Time Fasting Non-Fasting Cardizem® CD
(Hours) Andrx Andrx Marion Merrell Dow
0 0 0 0
2 0.08(489.89) 2.97(309.47) 1.54 (204.74)
4 33.01(125.99) 27.66(159.78) 8.34 (154.57)
6 98.29 (56.25) 78.55 (76.92) 114.63 (47.30)
7 118.45 (36.55) |[115.33 (48.91) 134.42 (41.33)
8 109.63 (28.38) |[124.62 (41.15) 120.83 (42.93)
10 90.29 (32.62) {103.17 (39.18) 93.53 (49.60)
12 88.12 (31.19) 99.15 (38.26) 87.47 (52.07)
14 113 133.78) | 117.70 (40.92) 108.95 (73.50)
16 129.36 (38.25) |130.39 (38.89) 130.39 (58.32)
18 126.65 (38.90) |125.42 (32.62) 137.07 (54.36)
20 111.17 (38.76) |107.21 (35.53) 121.83 (49.78)
24 88.43 (37.98) 91.52 (41.18) 99.40 (39.98)
30 49.88 (45.79) 52.04 (55.38) 61.71 (58.72)
36 24.06 (50.70) 25.05 (67.595) 29.66 (69.07)
48 6.10 (75.06) 6.99 (84.99) 7.20 (77.34)
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Table 45
Summary of PK Parameters for Diltiazem Following a Single Oral 300 mg Capsule Under fasting

and non-Fasting Conditions. Values are meant (CV$)

n=24
< Test Drug- Test Drug- Reference Drug
Fasting Non-Fasting Non-Fasting
Andrx Andrx Cardizem® CD Food (T)/
Lot#600R0O01A Lot #600R001A Marion Merrel Dow Food (R)
Parameter Lot #P70056 Ratio
Cmax (ng/ml) 156.9 (29.31) 161.42 (26.68) 161 (47.31) 1.00
Ln Cmax (ng/ml)! 5.013 (5.95) 5.04 (5.65) 5.00 (7.44) 1.04
AUC (0-t)
ﬁso.s\swvnz 2912.1 (32.80) 2986.1 (32.10) 3162.7 (46.60) 0.94
Ln AUC (0-t): ,
(ng.h/ml)? 7.92 A».umv 7.95 (4.24) 7.97 (5.11) 0.98
AUC (0-inf)
(ng.h/ml)? 2981.5 (32.80) 3066.9 (32.30) 3237.0 (46.50) 0.95
Ln AUC (0-inf)? 3
.ao\apx:n, 7.94 (4.32) 7.97 (4.20) 7.99 (5.10) 0.98
Tmax .1~ 11.59 (44.60) 11.4 (47.00) 12.3 (45.50)
Kgo AH\T. 0.11 (15.88) 0.11 (20.19) 0.12 (18.90)
Tys2 (h) 6.17 (17.41) 6.30 (23.26) 6.01 (19.39)

'Log Transformed (LNAUC (0-t), LNAUC (0-inf), Ln Cmax
Ratio s based upon least squares geometric means
AUC (0-t)=AUC (0 to last measurable concentration)

Ratio is based upon the arithmetic means

JAUC (0-inf)=AUC (0 to infinity)
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Sample Reassays- _
‘Only 40 samples were reassayed out of a total of 1152(3.4%).

Adverse Effects- - -

Adverse effects are appended in Table 46. Reported effects were
mainly headache and some nausea. Effects were equally distributed
between test and reference products.

Table 47
Post-Prandial Desacetyldiltiazem Plasma Concentrations (ng/ml)
Following a Single Oral 300 mg Capsule Dose, n=24
Values are Mean + (% CV)

Reference Drug
Sampling Test Drug Test Drug Non-Fasting
Time Fasting Non-Fasting Cardizem® CD
(Hours) Andrx Andrx Marion Merrell Dow
0 0 0 0
2 bqgl 0.17(489.89) bgl
4 0.73(180.27) 0.97(186.09) bgl .
6 4.99 (86.78) 3.74 (78.81) 4.56 (59.92)
7 7.18 (64.49) 6.05 (59.29) 6.80 (46.59)
8 8.64 (60.41) 8.24 (49.78) 8.16 {46.60)
10 10.46 (71.05) 10.13 (48.98) 9.41 (47.52)
12 11.34 (84.27) 10.81 (51.15) 9.83 (61.83)
14 13.85 (87.64) 13.12 (53.83) 12.16 (80.12)
16 16.88(103.79) 15.29 (60.07) 15.37 (95.14)
18 19.57(106.66) 17.70 (66.51) 18.43 (103.44)
20 20.99(112.67) 18.39 (73.63) 20.84 (112.26)
24 21.83(105.54) 19.48 (79.89) 22.08 (104.81)
30 18.38(126.24) 17.34(113.35) |  20.84 (128.14)
36 11.82(128.63) 11.66(126.80) 13.56 (138.97)
48 4.50(161.84) 6.64(199.753) 5.14 (179.79)
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Table 48
Post- vnmsapmw Desacetyldiltiazem Plasma no:nmznnmnposm Summary

PK Parameters Following a Single oan 300 mg
4 Capsule Dose, n=24
o Values are Mean (+ $CV)
b _ Reference Drig
M Test Drug- Test Drug- Non- mmmmpnm
: Fasting Non-Fasting _ Cardizem® CD Fed(T)/Fed(R)
Parameter | Andrx . (Andrx | || Marion Merrel Dow Ratio
Cmax (ng/ml) |l 23.26(107.70) 22.09 (83.58) || . 23.57 (109.15) 0.94
Ln Cmax (ng/ml)} | 2.84 (23.95) | 2.89 (19.75),|  2.84 (24.21) 1.05
AUC (0-t) L w e o
A:o.:\awvw. 1 580.7 (110.90) me.m (91.20) /| '596.6 (115.20) 0.93
Ln AUC (0-t)' W — —
(ng.h/ml)? . 6.03 (12.05) 6.06 (10.67) 6.04 (12.09) 1.02
AUC (0-inf) v | |
(ng.h/ml)? 666.9 (110.50) me.o (103.00) - 696.8 (118.60) 0.88
Ln AUC (0-inf) w | * v
(ng.h/ml)! i 6.16 (11.78) 6.15 (10.44) 6.19 (11.70) 0.96
Tmax :rv i 22.0 (22.70) 22.8 (30.20) 24.3 (15.10)
Keu AH\SV 0.08 (19.85) 0.08 (26.85) 0.08 AHw.wwv
T, (h) 9.20 (20.72) 9.82 (37.15) 9.38 (18.24)

Log Transformed (LNAUC (0-t), LNAUC (0-inf), Ln Cmax
Ratio |is based upon least squares geometric means
‘AUC (0-t)=AUC (0 to last measurable concentration)
Ratio is based upon the arithmetic means

*AUC (0-inf)=AUC (0 to infinity)
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Concentrations

Oral 300 mg Capsule Dose,

" Table 49

(ng/mL)

_Values are Mean (+ $%CV)

Post-~Prandial Desmethyldiltiazem Plasma
Following a Single
n=24

Reference Drug

Sampling Test Drug Test Drug Non-Fasting
Time Fasting Non-Fasting .. Cardizem® CD
(Hours) -Andrx Andrx Marion Merrell Dow
e 0 o0 e O e 0
2 - ———Dbql ~—8+26{489.89) bql
4 - 56432633 5-89-t+61529 0393 (238551
6 20.07 (56.97) 16.79 (76.03) 21.35 (39.91)
7 26.35 (36.23) | .24.87 (45.71) 27.92 (28.81)
8 27.24 (28.63) 28.19 (33.53). .- 28.95 (24.43)
10 27.03 (20.72) | ..29.02 (28.33) 4 26.97 (22.92)
12 . 26.92 (18.73) {-29.867.(27.83) | . 26.35 (25.64)-.
14 31.05 (19.51) 32.80 (27.88). ... 28.63 (27.29)
16 34.83 (23.21) { 36.46 (27.51) 33.27 (28.72)
18 36.44 (26.07) 37.35 (25.76) 34.70 (26.57)
20 34.51 (26.30) 34.18 (26.04) 34.10 (28.29)
24 30.92 (26.28) 31.33 (26.69) 30.74 (23.22)
30 22.898 (33.01) 23.98 (35.51) 24.75 (30.16)
36 15.14 (35.48) 15.60 (43.69) 16.36 (36.24)
48 5.71 (45.22) 6.21 (57.06) 6.12 (46.34)
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m M Table 50
Post-Prandial cwmamnszwnwwnwmnms Plasma Concentration Summary
PK mmnmamnmnm Following a Single Oral 300 mg
X Capsule Dose, n=24
_ Values are Mean (+ $%CV)

m : . Reference Drug
Test Drug- | Test Drug- Non-Fasting
Fastihg , zozummmnw:a Cardizem® CD Fed(T) /Fed (R)
Parameter | i ' Andrg i Andrx Marion Merrel Dow Ratio
Cmax (ng/ml) ‘| '38.40 (19.95) 20.53 (19.17) 37.65 (22.90) 1.07
Ln Cmax (ng/ml)} | | 3.62 (5.60) | | !3.68 (5.20) 3.60  (5.93) 1.08
AUC (0-t) W | | q ! Lo | |
ASW.S\EHVW “ _ B871.9 (43.30) 1012.9 Amw.mg 991.4 (24.00) 1.02
Ln AUC (0-t)i | = | | M | o |
(ng.h/ml)? _ 6.86 (|3.59) M !6.89 AwLmNL 6.87 (3.52) 1.02
AUC (0-inf) | ! | J | ]
ASQ.U\EHvu i11064.5 (24.70) 1109.0 (24.80) 1078.7 (24.70) 1.03
Ln AUC (O-inf 1 1 o - .
Asm h/ml)!? 6.93] (3.76) | 6.98 (3.67) 6.95 (3.56) 1.03
. B .
eamxwmzv 15.8 Mawo.mov ” 16.3 (22,50} 15.9 (41.60) .
Ko (1)) 0} 08" (16.47) 0.p8  (2343) 0.08 (16.18)
T, (h)- 8,82 (17.35) | '9.37  (30408) 8.98 (16.80)
Log ﬂnm&mmOnama (LNRUC]| (OFt)], LNAUC (O0-inf), Ln Cmax | ; P
Ratio Hm Ummm. upon lgast squares omosm:npn means " m A ’
~>cnﬁo+ }=AUC ({0 to last mpasurgble concentration) “ .
Ratio is based upon the mnwnrsﬁnpn mean S
U»cvo inf)=AUC (0 to ipfiphity) | ~ P

|




Dissolution T

The dissolution study for diltiazem was-done as follows:

Apparatus:
Media:

Volume:

No. of Units Analyzed:

Specifications:

Interim:

The results are presented in Table 51.

The firm also requested a waiver of the in vivo biocequivalence
requirements for their 240 mg, 180 mg and 120 mg CD capsules based
upon the same fill weight and potency ratios of the beads as for
the 300 mg capsule which underwent the biocequivalence study. The
comparative formulations are given in appended Table 52.

Overall Comments:

1. The dissolution data for the test product are acceptable.
The firm did not provide cissolution data on the reference

product.

2. The 240 ng,

180 mg and 120 mg capsules are compositionally

similar to the 300 mg tablet which underwent biocequivalency

testing.

3. The 90% confidence intervals for the single dose fasting study

for Ln Cmax and Ln AUC(0-t)
acceptable range of

and AUC(0-inf) were within the

of the reference product.

4. The 50% confidence intervals for the multiple dose fasting
study for Ln Cmax and Ln AUC(0-1) were within the acceptable

range of

5. The ratio of the geometric means for Ln Cnax,

of the reference product.
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and Ln AUC(0-inf) for the test versus reference product were

all w1th1n 20%_fo for the post-prandial stu@y .
‘rrﬁtnflh::f“

The firm has conducted their dlssofﬁfion studies in

and in SIF using the paddle at .pm which are similar to the

conditions used by the innovator.--However, The Division of

Bioequivalence considers the _ rpm speed to provide excessive

agitation in the SIF medium. Therefore, the firm 1is

requested to supply dissolution data at . rpm from three

production batches before a final dissolution specification in

SIF is set for this product. B

Recommendation: B

1.

' The Bioequivalence studies conducted by Andrx Pharmaceuticals

on its 300 mg diltiazem CD capsule, Lot.No. 600R001A, comparing
it to Marion Merrell Dow's Cardizem® 300 mg CD capsule, Lot
No. P70056 has been found to be acceptable by the Division of
Bioequivalence. Therefore, Andrx's 300 mg diltiazem CD capsule
has been deemed biocequivalent to Cardizem? CD, 300 mg capsule,
manufactured by Marion Merrell Dow.

The dissolution testing conducted by Andrx on the 240 mg
strength, Lot No. 59%R001, the 180 mg strength Lot No. 598R001
and the 120 strength, Lot No. 597R001 is acceptable. The
formulations for the 240, 180 and 120 mg capsules are
compositionally similar to the 300 mg tablet which underwent a
bicequivalence study. The waivers for the 240 mg, 180 mg and
120 mg capsules are granted. Therefore, Andrx's 240 mg, 180 mg
and 120 mg diltiazem capsules are deemed biocequivalent to

Cardizem® , 240 mg, 180 mg and 120 mg capsules manufactured by
Marion Merrell Dow.

The in vitro dissolution testing should be incorporated into
the firm's manufacturing controls and stability program. The
dissolution testing should be conducted using USP 23 Apparatus
IT (paddle) at . The product
should also be pl aced in SIF and sampled from 2 to 24 hours.
The test product should meet the following interim
specifications:

The firm should receive comments 1-6.
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_— _Table 51 . In Vitro Dissolution Testing
Drug (Generic Name):Diltiazem

Dose Strength:300 mg

ANDA No.:74-752 - -
Firm:Andrx

Submission Date:September 22, 1995
File Name:74752SDW.995

I. Conditions for Dissolution Testing:

USP XXII Basket: Paddle:x RPM:
No. Units Tested: 12
Medium: Volume: 900 ml
Buffer pH (STF) volume: 900 ml
Specifications: :

Reference Drug: Cardizem
Assay Methodology:

II. Results of In Vitro Dissolution Testing:

Sampling Test Product Reference
Times Lot # 600R001(0.1N HCL) Lot # »
) pecinn Strength(mg) 300 Strength (mg)
Mean % Range $CV Mean % Range 3CV
2 1 14.7
12 11 2 4.3
18 | a9 Co 4.4
24 [2o 78 " ) 1.9
SIF
Sampling Test Product Reference
Times .- Lot # 600RO01 Lot #
{MiTTorees) Strength(mg) 300 Strength(mg)
Mean % Range %CV Mean % Range iCV
2 41 e 3 2.2
12 44 i 1 3.0
18 85 £ ) 3.4
uﬁ =97 I ! 1.9 .
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II. Results of In Vitro Dissolution Testing:

1 Sampling T Test Product Reference Product
Times Lot # 599R001 Lot #
(hr) Strength (mg) 240 A Strength (mg)
Mean % Range §CV >Méan % Range
2 1 10.4
12 12 S 3.7
18 40-.. - }: - 4.3
24 75 - 2.2 ’
SIF
Sampling Test Product Reference Product
Times Lot # 599R001 Lot #
(hr) Strength (mg) 240 Strength (mg)
Mean % Range 3CVv Mean % Range
2 39 1.7
12 42 ~ 1.7
18 76 ' 2.6
24 93 ! 1.4
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II. Results of Im Vitro Dissolution Testing:
Sampling Test Product Reference Product
Times Lot # 598R0O01 . Lot #
(hr) Strength(mg) 180 - Strength (mg)
Mean % Range $CV | Mean % Range $CV
I 2 2 16.5
“12 13 4.7
“18 39 4.2
i
24 76 . 1.6
SIF
Sampling Test Product Reference Product
Times Lot # 598RO0O1 Lot #
(Minutes) Strength(mg) 120 Strength (mg)
Mean % Range $CV | Mean % Range $CV
2 39 4.0
12 43 4.1
18 73 ' 5.8
IT. Results of In Vitro Dissolution Testing:t
Sampling Test Product Reference Product
Times Lot # 597R001 Lot #
(hr) Strength(mg) 120 Strength (mg)
Mean % Range $CV | Mean % Range $CV
2 1 23.4
12 13 5.3
18 39 5.0
24 76 2.1
SIF
Sampling Test Product Reference Product
Times Lot # 597R001 Lot #
(Minutes) Strength(mg) 120

Strenath (mg)

44
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Mean % Range $CV | Mean % Range $CV
2 139 3.8
12 42 3.9
18 75 3.3°
L S Ly S— —2.




TABLE 4  ABSOLUTE RECOVERY FOR DILTIAZEM

B e U

“TTF DILTIAZEM, DESACETYLDILTIAZEM AND
DESMETHYLDILTIAZEM IN HUMAN PLASMA

- -

DILTIAZEM
EXTRACTED UNEXTRACTED : _ MEAN
SAMPLE 1D PEAK HT. PEAK HT. %RECOVERY %RECOVERY
REC 1-1 75.2 -
REC 1-2 64.6
REC 1-3 59.1
REC 1-4 70.2
REC 1-5 73.4
REC 1-6 v 72.1
. Mean ="~ '567.97 . ) 69.1
REC 4-1 72.5
- REC 4-2 72.2
REC 4-3 72.6
REC 4-4 69.5
REC 4-5 70.6
REC 4-6 9= 70.3
Mean = 7747.88 71.3
REC 5-1 66.7
REC 5-2 66.7 —_
REC 5-3 62.3
REC 5-4 60.9
REC 5-5 63.9
REC 5-6 61.3
Mea.. 32851.01 63.6
Overall Rec (%) = 68.0
18

002258

%V

8.83

1.84

4.11

888
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TABLE 9 ABSOLUTE RECOVERY FOR DESACETYLDILTIAZEM
1 ——=lF DILTIAZEM, DESACETYLDILTIAZEM AND
DESMETHYLDILTIAZEM IN HUMAN PLASMA

-

DESACETYLDILTIAZEM

EXTRACTED UNEXTRACTED MEAN

SAMPLE ID PEAK HT. PEAK HT. Z%RECOVERY %ZRECOVERY %CV
REC 1-1 76.4
REC 1-2 63.9
REC 1-3 60.4
REC 1-4 73.5
REC 1-5 74.0
REC 1-6 5. 74.5

Mean = ' 778.28 _ 70.4 9.35
REC 2-1 72.2
REC 2-2 70.5
REC 2-3 69.3
REC 2-4 - 67.7
REC 2-5 65.4
REC 2-6 72.7

Mea.. 10386.48 69.6 4.01
REC 5-1 66.3
REC 5-2 65.7
REC 5-3 61.2
REC 5-4 60.1
REC 5-5 63.5
REC 5-6 PRIV VP 60.7

Mean = 46235.21 62.9 4.21

Overall Rec (%) = 67.6

19 BBB
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TABLE E ABSOLUTE RECOVERY FOR INTERNAL STANDARD

——

S N S OF DILTIAZEM, DESACETYLDILTIAZEM AND

DESMETHYLDILTIAZEM IN HUMAN PLASMA -

- -
- -

INTERNAL STANDARD

EXTRACTED UNEXTRACTED MEAN

SAMPLE 1D PEAK HT. PEAK HT. %RECOVERY %RECOVERY %CV
REC 1-1 88.2
REC 1-2 79.0
REC 1-3 72.8
REC 1-4 - 85.1
REC 1-5 85.3
REC 1-6 . 85.3

Mean = 7479.07 _ 82.6 6.88

21 888



002406

TABLE 6 S
—_ —~—==_ LONG-TERM STABILITY
OF DILTIAZEM IN HUMAN PLASMA

PR -
- -

A set of quality control samples in human plasma prepared on
22 September 1994 and stored at -20° C were analyzed on 10~May 1995 versus a
frozen curve prepared on 9 May 1995. Results indicate a frszen stability for
at least seven months. Data are presented below. |

qc 1 Qc 2 Qc 3
(ng/mL) (na/mlL) {(ng/mL)

N 6
Theoretical
Concentration 5.00 ' 300
Mean 4.95 72.4 285
S.D. 0.0563 0.94 4.09
%C.V. 1.14 1.30 1.43
% Difference
from
Theoretical -0.950 -3.42 -4.91

1 Kus




TABLE 7  FREEZE-THAW STABILITY FOR DILTIAZEM

e ————

;;:‘?br DILTIAZEM, DESACETYLDILTIAZEM AND

DESMETHYLDILTIAZEM IN HUMAN PLASMA

Theo conc

CYCLE 1
24BBB

Mean

% Diff
from theo

CYCLE 2
24BBB

Mean

% Diff
from theo

CYCLE 3
24888

Mean

% Diff
from theo

F/T1
ng/mbL

4.88

4.80

-4.08

22

-
- -

F/T 4 F/T S
(ng/mL) (ng/mlL)
. .

)

)

71.5 287

-4.70 - -4.37
)
i
75.9 277
1.20 -7.81
7l.0 280
-4.51 -6.66

002262

BBB



TABLE 8 ROOM TEMPERATURE STABILITY FOR DILTIAZEM*

——

- ___ OF DILTIAZEM, DESACETYLDILTIAZEM AND

DESMETHYLDILTIAZEM IN HUMAN PLASMA

QC 1
(ng/mL)
16BBB A
)
}
N 3
Theoretical  5.00
Concentration .
Mean 4.96
S.D. 0.146
%C.V. 2.94

%Difference -0.800
from
Theoretical

*

25

- -

QC 4
(na/mtL)

2.74
3.72

S O &

Qcs
(ng/mt )

300

291
2.00
0.687

-3.00

002265

B8B
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TABLE 10
T _—:fBNG-TERM STABILITY

e ___ .. DESACETYLDILTIAZEM IN HUMAN PLASMA

-
- -

A set of quality control samplies in human plasma prepared on
22 September 1994 and stored at -20° C were ana]yzedﬂpn IO-MayZIQQS versus a
frozen curve prepared on 9 May 1995. Results indicate a frozen stability for
at least seven months. Data are presented below.’

qQc 1 qQC 2 qQC 3
(na/mL) (ng/mi) (na/mi)

N 6 6 6
Theoretical
Concentration 5.00 75.0 300

Mean 4.78 73.4 294
S.D. 0.112 0.919 4.58

%C.V.  2.34 1.25 1.56
% Difference
from
Theoretical -4.32 -2.08 -1.87

2 Kus

o~ -y g
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TABLE 11 FREEZE-THAW STABILITY FOR DESACETYLDILTIAZEM

— Lk T pm——

" OF DILTIAZEM, DESACETYLDILTIAZEM AND
DESMETHYLDILTIAZEM IN HUMAN PLASMA

- -

F/T1 F/T 2 F/T 5
(ng/mL) (ng/mL) ( ng[m‘l_ ).

Theo conc 5.00 75.0 300

CYCLE 1 | E
24BBB-DA |

Mean 4.9  77.3 301

% Diff )
from theo -0.706 3.1} 0.175

CYCLE 2 ot
24BBB-DA

Mean 4,93 72.7 286

% Diff . |
from theo -1.38 -3.02 -4.74 S

CYCLE 3 ' )
24BBB-DA ;

Mean - 5.07 75.0 291

% Diff
from theo 1.40 -0.0239 -3.04

23 888
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TABLE12 ~ ROOM TEMPERATURE STABILITY FOR DESACETYLDILTIAZEM*

OF DILTIAZEM, DESACETYLDILTIAZEM AND
DESMETHYLDILTIAZEM IN_HUMAN PLASHA

QC 1 QC 2 QCs.

{ng/mL) (na/mi) “{ng/mL)

16BBB-DA
t

N 3 : 3 3
Theoretical 5.00 75.0 300
Concentration : .
Mean 4.95 71.6 289
S.D. 0.0265 2.17 4.51
% C.V. 0.535 3.03 1.56
%Difference -1.00 -4.53 -3.66
from

Theoretical

26 BBB
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JABLE 13 __ABSOLUTE RECOVERY FOR DESMETHYLDILTIAZEM f

OF DILTIAZEM, DESACETYLDILTIAZEM AND
DESMETHYLDILTIAZEM IN HUMAN PLASHMA

DESMETHYLDILTIAZEM
EXTRACTED UNEXTRACTED .~ MEAN

SAMPLE ID PEAK HT. PEAK HT. %RECOVERY %RECOVERY %CV
REC 1-1 72.5
REC 1-2 56.0
REC 1-3 56.5
REC 1-4 - 66.7
REC 1-5 66.0
REC 1-6 67.2

Mean =  623.31 ) 64.1 - 10.2
REC. 3-1 65.8
REC 3-2 61.4
REC 3-3 60.9
REC 3-4 66.0
REC 3-5 63.7 )
REC 3-6 48.4

Mean = 8844.45 61.0 10.7
REC 5-1 - 62.8
REC 5-2 62.5
REC 5-3 58.9
REC 5-4 56.6
REC 5-5 60.0
REC 5-6 - 57.6

Mean = 36740.96 59.7 4.26

Overall Rec (%) = 61.6

20 ' BBB
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~__LONG-TERH STABILITY
f DESMETHYLDILTIAZEM IN HUMAM_PL5§MA

—

-t . v

set of quality control samples in human plasma prepared on
'tember 1994 and stored at -20° C were analyzed on 10 _May. 1995 _versus a
| curve prepared on 9 May 1995. Results_indicate a frozen-stability for

Ist seven months. Data are presented below.

- r— g2~ qC3
{na/ml)  (ng/mt) (ng/m)

N 6 6 6
Theoretical - : - S -
Concentration 5.00 75.0 300
Mean 5.02 - -70.5 - - 286 ——
S.D. 0.0952 0.957 7.35
%C.V. 1.90 1.36 - —— 2,87
% Difference o
from

Theoretical 0.437 -5.99 -4.52

3 ’ KUB AT
-‘. .
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TABLE 16  ROOM-TEMPERATURE STABILITY FOR DESMETHYLDILTIAZEM*

S OF DILTIAZEM, DESACETYLDILTIAZEM AND

DESMETHYLDILTIAZEM IN-HUMAN PLASMA

Qc 1 qQc 3 - . QcCs
{na/mL) {na/mi) {na/mt)
16BBB-DM .- o ! "
r

.! ' * ey
N 37 3 3
Theoretical 5.00 75.0 300
Concentration '
Mean 5.34 ' 76.3 294
S.D. 0.266 2.14 : 5.86
%C.V. 4,98 2.80 1.99
%Difference 6.80 1.73 -2.00
from
Theoretical

P -

27

perature

888



- ~. 002268
— TABLE 17— -24 HOUR EXTRACT STABILITY FOR DILTIAZEM*

—

OF DILTIAZEM, DESACETYLDILTIAZEM AND
DESMETHYLDILTIAZEM IN HUMAN PLASMA

Qc 1 qQC 4 - .. QCs
(na/mL) (na/mL) * {na/ml)

16888 . ' N

‘ [l

! i . $
N 3 3 3"
Theoretical 5.00 75.0 300
Concentration T - _
Mean 4.99 74.6 300
S.D. 0.121 3.20 3.06
%C.V. 2.42 4.29 1.02
%Difference.  -0.200 ~ .0.533 0.00
from
Theoretical

—cews vm—— w wwmar ¢ 3 W] e

28 88B
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TABLE 18 24_HOUR EXTRACT STABILITY FOR DESACETYLDILTIAZEM*
'OF DILTIAZEM, DESACETYLDILTIAZEM AND
DESMETHYLDILTIAZEM IN-HUMAN PLASMA

QCc 1 QC 2 . Qcs
{ng/mL) {ng/mL) “(na/mb)
"~ 16BBB-DA .
b
; -
N A 3 3 3
Theoretical 5.00 75.0 300
Concentration )
Mean 5.28 73.3 298
S.D. 0.263 0.950 1.15
%C.V. 4.98 1.27 0.386
#Difference  5.60 T l2.27 ~0.667 R
from
Theoretical
k4
¢

29 BB8
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TABLE 19 24 HOUR EXTRACT STABILITY FOR DESMETHYLDILTIAZEM*
:OF DILTIAZEM, DESACETYLDILTIAZEM AND
DESMETHYLDILTIAZEM IN-HUMAN PLASMA

QC 1 qQC 3 ~ Qcs
(ng/mL) (ng/mL) {ng/mL)

16BBB-DM i ‘

.- ;
N . 3 3 - 3
Theoretical 5.00 75.0 300
Concentration ' )
Mean 5.80 79.1 301
S.D. — 0.259 —2:70— — - 2,31
%C.V. 4,47 0 T 331 e 0.767
%Difference 160 5.47 0.333 7
from L ’
Theoretica]

30 888



Assigned

Table 23
Adverse experiences for subjects in single dose fasting study ..

Date of
Sehject  Drug* Adverse Event  Severity OQOnset
; R ~—— Headache — o Mild 04101195
R Headache Moderate 04/01/95
R Headache Mild 04/01/95
R Headache Moderate 04/01/95
R Headache Mid  04/02/95
| T Headache Moderate 04/08/95
T Headache Moderate  04/08/95
T Headache Mild  04/08/95
i R Dermal swelling Mild 04/08/85
LRQ
R Nausea Mild 04/01/95
| R Emesis x 1 Mild 04/01/95
R Headache Mild 04/08/95
T Nausea Moderate  04/01/95
T Emesis x 1 Moderate  04/01/95
“est Drug

Reference Drug

Hours Time (Hrs)

Post-Dose Duration  Comments

5.25

11.28

14.5

T 24.25

4.75

6.75

9.75

24.5

4.5

4.25

4.25

1.5

4.5

9.75

~T28.5

3.5

72

10 min.

10 min.

5.75

5 minutes

Subject rested;
change in
severity; possibly
drug related.
Subject rested;
change in
severity; possibly
drug related.

No therapy
required; possibly
drug reiated.

No therapy
required; change
in severity;
possibly drug
related.

No therapy
required; possibly
drug related.

Subject rested;
possibly drug
related.

No therapy
required; change
in severity;
possibly drug
reiated.

No therapy
required; possibly
drug related.

Subject’s personal
physician
diagnosed a
muscie strain; not
drug related.

Subject rested and
cool cloth applied
to forehead;
possibly drug
reiated.

Subject rested and
cool cloth applied
to forehead:;
possibly drug
reiated. ..

No therapy A
required; possibly
drug related.

Subject rested in
supine posttion
with cool cioth
applied to
forehead; possibly
drug reiated.

Possitly drug
related.



000469

Table 24

Nptpasene . et

Diltiazem HC! 300 mg. Capsule

Early/Late Blood Draw-Thmes
Post-Dose # Minutes
Period | Day Hour Eariy/l.ate Reason

1 3 48 60 - early School

1 3 48 60 - earty School

2 3 48 No sampie Subject did not return

1 3 48 16 - early School

1 3 48 10 - earty Work

2 3 48 43 - late Overslept

2 3 48 25 - late Oversiept

1 3 48 50 - earty Work

2 3 48 25 - late Oversiept

1 3 48 30 - eariy School

1 3 48 27 - early Work

1 3 48 7 - late Traftic

2 3 48 29 - late Oversiept

2 3 48 23 - late Oversiept

1 3 48 3 - late Oversilept

2 3 48 17 - late Oversiept

1 3 48 3-late Oversiept

2 3 48 5-late Oversiept

1 3 48 60 - early School

1 3 48 60 - eanly School

2 1 4 45 - late Original tube broke while
centrifuging; another
sample drawn 45 minutes
late

2 1 16 5 - late Difficuit phlebotomy




Table 35
Adverse effects dbserved in the steady-state study

Assigned— Date of Hours Time (Hrs)
Subiest D.mn.. Ady.:ﬁs.ﬁnm Severity Onset Post-Dose Duration Comments

R Headache Mid  07/10/85 . 2 65 No therapy
‘ - - required.
' Possibly drug
refated.

T Headache Mild  07/10/85 2 6 No therapy
. required.
Possibly drug
related.

T Headache Mild  07/11/95 2 6 No therapy
required.
Possibly drug
related.

T Shoulder Pain --—-Mild 07/111/95 9 39 No therapy
required.
Unlikely drug
related.

T Knee Pain Mild 07/11/95 9 39 No therapy
required.
Unlikely grug
related.



Table 35 (cont'd) :
004812

Assigned Date of Hours Time (Hrs)

T “Headache —Moderate 07/10/85  3.75 17  Notherapy
required.
Possibly drug

: o ~ related.

T Headache Mid 07/11/85 2075 26 No therapy
required.
Possibly drug

. . related.
T Headache Moderate 07/10/95 7.75 - 7 "~ No therapy
‘ required.
Possibly drug
_ related.

R PR Prolongation Moderate 07/15/85  23.25 275  Subjectwas
dropped from
the study.
Probably drug
related.

T Headache Mild  07/10/95 0.75 14 No therapy
required.
Possibly drug
reiated.

T Headache Moderate 07/10/95 275 13 No therapy
required.
Possibly drug
related.

R Low back pain Mild  07/10/95 0.5 70 No therapy

' required.
Unlikely drug
refated.

T Headache Moderate 07/29/95 1.75 23 No therapy
required.
Possibly drug
related.

R Headache Moderate 07/13/95 5.75 8 No therapy
required.
Possibly drug
related.

T Headache Severe (07/10/95 5.5 68 No therapy
required.
Possibly drug
reiated.

T Nausea Moderate 07/10/95 14.5 19 No therapy
required.
Possibly drug
related.



Assigned

Table 35 (cont'q)

Date of

004813

Hours_-.Time (Hrs)

T

Drug

Headache Mild
Headache  Mik
Headache Severe

Nausea - Mild

Headache

Headache Mild

07113185 1.5 26
07/24/95 4.5 3
07/24/95 7.5 10

07/24/05 10.5 181

Moderate 07/25/95 11.5 174

07110195 5.5 8

No therapy
required.
Possibly drug
related.

No therapy
required.
Possibly drug
reiated.

No therapy
required.
Paossibly drug
related.

No therapy
required.

‘Possibly drug
' related.

doses of 500 mg

acetaminophen

on 7/25/95; 2 .

doses of 500 mg

acetaminophen

on 7/28/95; 1
dose of 500 mg
acetaminophen
on 7/27/95 and
7/28/95,
respectively.
Possibly drug
related.

No therapy
required.
Possibly drug
related.

Subject took 3 L

¥ B




004907

Diltiazem HCI 300 mg. Capsule
for Multiple Dose Stuch

Post-Dose
Period | Ray Hour # Minutes Late |Reason
| 6 16 3 Difficuit phiebotomy
1 7 24 3 | Difficutt phiebotomy =




Adverse effects during Post-Pradnial single dose study

Assigned

Sublect  Dmg" - AdverseEvent
RS Headactre

e Drug

T Headache

R Headache

T Headache

T Nose bleed

R Headache

Adverse Event
Headache

Nausea

Nose bleed

Headache

Mild

Mild

Moderate

Table 46

Dates of

Hours Time (Hrs)

Severity Qnset Post-Dose  Duration - Comynents

Moderate
Moderate
Moderate

Moderate

05/17/95
05124195
05731795

05r24/95

B

Mild

Severe

05/17/95

05/17/95

06/01/85

05/17/95

081195

05/31/95

34.75

11.5

15 14

8 16

Cold compress.
Possibly drug
related.

No therapy
required. Possibly
drug related.

No therapy
required. Possibly
drug related.

No therapy

.- required. Possibly
- drug related.

No therapy
required. Unlikely
drug related. :

Subject took one
200 mg.
ibuprofen.
Possibly drug
related.

10 No therapy
required. Possibly
drug reiated.

1.5 Subiject rested; no
other therapy
required. Possibly
drug related.

S min.  Applied pressure.
No other therapy
required. Unlikely
drug related.

175 Subiject rested;
cold compress.
No other therapy
required. Uniikely
drug related.



Table 46 (cont'd)

002428
Date of Hours Time (Hrs)

Sweating Moderate 05/24/95 0.75 8.5 A single dose of 2

x 200 mg
ibuprofen given for
this AE and the

LI - - following AE of
sinus congestion.
Unlikely drug
related.

Sinus congestion Moderate 05/24/95 0.75 8.5 See above.

R Headache Moderate  05/24/95 10.76 7 A single dose of 2
N -X 200 mg
. _. ibuprofen given for
this AE and the
following AEs of
sore throat, chills,
Sowe T T s and sinus
congestion.
Possibly drug
related.

Sorethroat  Moderate 0S/24/85  10.75 7 Notdrug related.
Chilis Moderate 05/24/95 10.75 Not drug related.
Sinus congestion Moderate 05/24/95 10.75 7 Not drug refated.

Headache Mild 0sr2s/95  11.75 13 No therapy
- - ' required. Possibly
drug related.

Sore throat Mild 05/25/95 17.75 13 No therapy
required. Not
drug related.

R Chills Mild 05/25/95 17.75 13 No therapy
required. Not
drug related.

R Sinus congestion Mild 05/26/95 17.75 13 No therapy
required. Not
drug related. -

T Headache Moderate 05/17/95 4.75 3 Subject rested; no
other therapy
required. Possibly
drug related.
Change in
severity.

T Headache Mild 05/17/95 7.75 4 Subject rested; no
other therapy
required. Possibly
drug related.
Change in
severity.

T Headache Moderate  05/17/95 11.75 2 Subiject rested; no .

other therapy

required. Possibly
drug related.

Change in

severity.

R

212412120
-~

Py
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Dose Proportionality of Pellets and Compositions Between Biobatch

(300 mg) and Other Strengths of
Diltiazem Hydrochloride Once-A-Day Extended-release Capsule

. 300 mg 240 mg 180 mg 120 mg
Pellet Types \ Fill Weight Ratio Wtimg) % Wt (mg) % |Wtmg) 9% Wtimg) 9%
SR 1 Pellets .

SR 2 Pellets

Capsule size o

Final Compositions

Sugar: o
Diltiazem HQ), usp = .
Ethylcellulose, pE
Polysorbate =~ . y
Eudragit Lo
Eudragit* S
Talc, USP A w
Acetyl tributyl citrate 3

w btotal
Om_mm:.m.. , “

.0
. 1 "I Total| 6069 | 5572 | 4370 | 2850
i i-

81€000



002264

TABLE 15 FREEZE-THAW STABILITY FOR DESMETHYLDILTIAZEM

—— RS,

; OF DILTIAZEM, DESACETYLDILTIAZEM AND
DESMETHYLDILTIAZEM IN HUMAN PLASMA

F/T-1 F/T3  F/T5
(ng/ml})  (ng/mi {ng/mt)

Theo conc 5.00 75.0 300

CYCLE 1
24BBB-DM

Mean 5.842 75?6 362
% Diff | :
- from-theo -~ 8.39--: 6.07 0.536

. CYCLE 2
24BBB-DM

Mean 5.30 77.5 288

% Diff .
from theo -~ 5.99 - 3.30 -3.94

-

CYCLE 3 RS
24BBB-DM

Mean 5.44 77.4 287

% Diff
from thgo 8.74 3.17 -4.34

24 BBB



ANDA 74-752

Andrx Pharmaceuticals, Inc. _
Attention: David A. Gardner W 6 1_997
4001 S.'W. 47th Avenue, # 201 v

Fort Lauderdale FL. 33314

'll"lll"lll"llll"llll'l"lll

Dear Sir:

This letter supersedes our previous letter dated October 31, 1996; which speciﬁeﬁ that the Division
of Bioequivalence has completed their review and has no further questions. This letter corrects item
number 2.

Reference is made to your abbreviated new drug application submitted pursuant to Section 505 (j)
of the Federal Food, Drug and Cosmetic Act for Diltiazem Hydrochloride Extended-release Capsules
120 mg, 180 mg, 240 mg, and 300 mg.

1. The Division of Bioequivalence has completed its review and has no further questions at this
time. '
2. The following interim dissolution testing will need to be incorporated into your stability and

quality control programs:

The dissolution testing should be conducted using USP 23 Apparatus II (paddle) at

in The testing should also be conducted simultaneously at
. in SIF for 24 hours. The test product should meet the following specifications:

Time Acid Time SIF

2 hr



Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivaleney-comments -may-be revised after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology, labeling or other scientific or regulatory
issues. A revised determination may require additional information and/or studies, or may conclude
that the proposed formulation is not approvable. - -

Sincerely yours,

/8/

3" Rabindra Patnaik, Ph.D.
Acting Director,
Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research
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Andrx Pharmaceuticals, Inc.

Attention: David A. Gardner

4001 S.W. 47th Avenue, # 201 . . ocT 31 1996

Fort Lauderdale FL. 33314 -
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Dear Sir:

Reference is made to your abbreviated new drug application submitted pursuant to Section 505 (j)
of the Federal Food, Drug and Cosmetic Act for Dxltlazem Hydrochlonde Extended-release
Capsules 120 mg, 180 mg, 240 mg, and 300 mg. T

1. The Division of Bioequivalence has completed its review and has no further questions at
this time.
2. The following interim dissolution testing will need to be mcorporated into your stabxhty and

quality control programs: S - - .

The dissolution testing should be conducted using USP 23 Apparatus II (paddle) at_

in The speed should be reduced-to - -—pm-and the medium changed
to simulated intestinal fluid (SIF) and sampled from 4 hr (based upon time zero in acid)
to 24 hours. The test product should meet the followmg specifications:

Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology, labeling or other scientific or regulatory
issues. A revised determination may require additional information and/or studies, or may conclude
that the proposed formulation is not approvable.

Sincerely yours,

/8/ ~—

Rabindra Patnaik, Ph.D.

Acting Director,

Division of Bioequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research
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ANDA 74-752

Andrx Pharmacenticals, Inc. ——

Attention: David A. Gardner

4001 S.W. 47th Avenue, # 201 0CT 3| 1996
Fort Lauderdale F1. 33314 . , _ - - —
IIIIIHI"I"“IIII"II"'IIIlll

M

Dear Sir:

Reference is made to your abbreviated new drug application submitted pursuant to Section 505 (j)
of the Federal Feod; Drug-and Cosmetic Act for Diltiazem Hydrochloride Extended-release
Capsules 120 mg, 180 mg, 240 mg, and 300 mg.

1. The Division ef Bieequivalenee-has—eempleted-its-review and-has no-further questions-at
this time.

2. The following interim dissolution testing will need to be incorporated into your stability and

quality control programs:
The dissolutian testing should be conducted using USP 23 Apparatus II (paddle) at .m
in . The speed should be reducedto _ .and the medium changed
to simulated intestinal fluid (SIF) and sampled from 4 hr (based upon time zero in acid)
to 24 hours. The-test product should meet the following specifications:

Please note that the bioequivalency comments_expressed in this letter are preliminary, The above
bioequivalency comments may be revised after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology, labeling or other scientific or regulatory
issues. A revised determination may require additional information and/or studies, or may conclude
that the proposed formulation is not approvable.

Sincerely yours,

/S/

Rabindra Patnaik, Ph.D.

Acting Director,

Division of Bioequivalence

Office of Generic Drugs :
Center for Drug Evaluation and Research



OCT 28 199

Diltiazem HCL Andrx Pharmaceuticals

300 mg CD Capsule .  _____ Fort Lauderdale, Florida .
240 mg CD Capsule — Submission Dated:

180 mg CD Capsule October 8, 1996

120 mg CD Capsule
ANDA# 74752 T .
Reviewer: Andre J. Jackson -

WP #74752A.096

The firm submitted a study on September 22, 1995 on their CD
capsule which was found to be acceptable to the Division of
Biocequivlence pending the resolution of an issue related to the
paddle speed for the dissolution testing. The current submission
is the firm's submission of dissolution data to address those
areas of concern.

FDA Comment:

1. The firm has conducted their dissolution studies in
and in SIF using the paddle at m which are
similar to the conditions used by the innovator. However,
The Division of Bioequivalence considers the pm speed

to provide excessive agitation in the SIF medium.
Therefore, the firm is requested to supply dissolution data
at - om from three production batches before a final
dissolution specification in SIF is set for this product.

Firm's Reply-See attached dissolution data tables.
FDA Reply:

The firms reply indicates that the . study is more
discriminating in describing the dissolution of their products.



Results

———
.

Dissolution— —
The dissolution study for diltiazem was done as follows:
Apparatus: Paddle, _ T
Media: I
buffer pH T 3IF)

Volume: 900 ml T
No. of Units Analyzed: 12
Specifications: Interim: Tim~

2 hr ’

2 hr

12 hr

18 hr

ToTmor e : jl;f.2_4< hr_ -

Assay:
Wavelength:

The results are presented in Tgbig 1.

Recommendation:

1.

The dissolution testing conducted by Andrx on the 240 mg
strength, Lot No. 599R001, the 180 mg strength Lot No.
598R001 and the 120 strength, Lot No. 597R001 is acceptable.
The formulations for the 240, 180 and 120 mg capsules are
compositionally similar to the 300 mg capsule which
underwent a bioequivalence study. The waivers for the 240
mg, 180 mg and 120 mg capsules are granted. Therefore,
Andrx's 240 mg, 180 mg and 120 mg diltiazem HCL capsules are
deemed bioequivalent to Cardizem” , 240 mg, 180 mg and 120
mg capsules manufactured by Marion Merrell Dow.

The in vitro dissolution testing should be incorporated into
the firm's manufacturing controls and stability program.

The dissolution testing should be conducted using USP 23
Apparatus II (paddle) at 21  pm in o ) hr. The
speed should be reduced to pm and the medium changed to
SIF and sampled from 4 hr(based upon time zero in aciad) to
24 hours. The test product should meet the following
specifications:



i Y 474

Andre Jackson, Ph.D. - -

Division of Bioequivalence [ V
Review Branch I - -
RD INITIALED YCHUANG
FT INITIALED YCHUANG __ / S/ g Date: ! 0/ s /5b
A
Concur: il 2 : Date: 1o l ZS'QG
<}‘ Keith Chan, 4
Director

Division of Bioequivalence
ANDA# 74-752 (original, duplicate), HFD-600 (Hare), HFD-630, HFD-
652 (Huang, Jackson), Drug File, Division File
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Table 1 . In Vitro Dissolution Testing

Drug (Generic Name):Diltiazem

Dose Strength:300 mg

ANDA No.:74-752

Firm:Andrx - - =
Submission -Date: October 8, 1996

File Name:74752A.096

I. Conditions for Dissolution Testing:

USP-XXII Basket: 'paaalewx 'RPM::?B:“‘T" e
No. Units Tested: 12
Medium: 0.1 N HCL Volume: 900 ml

Buffer pE 7.5 (SIF) volume: 900 ml
Specifications:
Proposed by firm:

Reference Drug: Cardizem

Assay Methodology: ) i e o p e e —memees
I1I. Results of In Vitro Dissolution Testing:
Sampling Test Product Referenc
Times Lot # 600R0O01({(0.1N HCL) Lot #
{hr) Strength(mg) 300 Strength (mg)
Mean % Range $CV Mean % Range $CV
2 1 oo 13.7
12 11 o 3.8
18 51 4.0
24 78 , 1.1
SIF
Sampling Test Product Reference
Times Lot # 600R0O1 Lot #
(Minutes) Strength(mg) 300 Strength (mg)
Mean % Range ) sCV Mean % Range ICV
2 38 14.7
12 45 1.6
18 84 2.7
24 97 1.3
] S E— — ]




II. Results of In Vitro Dissolution Testing:

Reference Product

Sampling ~T  T&st Product
Times Lot # 599R001 Lot #
(hr) Strength (mg) 240 Strength (mg)
Mean % Range CV {Mean % Range §Cv
2 1 v 20.4
12 11 4.6
18 43 6.3
24 78 1.9
S1k
Sampling Test Product Reference Product
Times Lot # 599R001 Lot #
(hr) Strength(mg) 240 Strength (mg)
Mean % Range §CV Mean % Range 8CV
2 33 24.1
12 43 2.1
18 76 6.7
24 92. 8.3




II. Results of In Vitro Dissolution Testing:0.
Sampling Test Product Reference Product
Times Lot # 598ROO01 Lot #
(hr) Strength (mg) 180 - - Strength (mg)
Mean % Range $CV | Mean % Range $CV
2 2 12.6
12 12 4.4
18 43 6.3
24 79 1.7
SIF
Sampling - Test Product Reference Product
Times Lot # 598R001 Lot #
(Minutes) Strength(mg) 180 Strength (mqg)
Mean $ Range $CV | Mean § Range $CV
2 33 23.5 I
12 44 - 2.1
18 74 2.3
%% - Q
II. Results of In Vitro Dissolution Testing: H
Sampling Test Product Reference Product
Times Lot # 597R001 Lot #
(hr) Strength(mg) 120 Strength (mg)
Mean % Range $CV Mean % Range CV 4“
2 2 12.1
12 11 6.3
18 43 6.3
24 77 2.9 |
SIF
Sampling Test Product Reference Product
Times Lot # 597R001 Lot # '
(Minutes) Strength(mg) 120 Strength (mg)




Mean % | Range ™ $CV | Mean -%; A'Ran‘ge 3CV
2 134 - 18.7 |
12 41 3.9
18 71 — - 15—~ f—-—
WL NN N - - — —ld J___B




ANDA 74-752

e m———————— it e = —— ) -

Andrx Pharmaceutxcals Inc -
Attention: David A. Gardner JW 6 897
© 4001°'S°W. 47th Avenue, # 201
Fort Lauderdale FL. 33314

Dear Sir:

This letter supersedes our previous letter dated October 31, 1996, which specified that the Division
of Bioequivalence has completed their review and has no further questions. This letter corrects item
number 2.

___Reference is made to your abbreviated new drug application submitted pursuant to Section 505 (j)
~ of the Federal Food, Drug and Cosmetic Act for Diltiazem Hydrochloride Extended-release Capsules
120 mg, 180 mg, 240 mg, and 300 mg.

1.

The Division of Bioequivalence has completed its review and has no further questions at this
time.

The following interim dissolu‘ion testing will need to be incorporated into your stability and
quahty control programs

The dlssolutlon testmg shouid be conducted usmg USP 23 Apparatus II (paddle) at  pm

in’ The testing should also be conducted simultaneously at° .m
in SIF for 24 hours. The test product should meet the following specifications:

Time Acid Time SIF

2hr



Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon consideration
of the chemistry, manufacturing-and controls, microbiology, labeling or other scientific or regulatory
issues. A revised determination may require additional information and/or studies, or may conclude
that the proposed formulation is not approvable.

_— e D

-2 P < e i ———

Sincerely yours,

N /S/
B~ Rabindra Patnaik, PAD. __. . _
Acting Director,
Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research
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Diltiazem HCL ' Andrx Pharmaceuticals

300 -mg-CD Capsule . ... ... Fort Lauderdale, Florida
240 mg CD Capsule . Submission Dated:

180 mg CD Capsule October 8, 1996

120 mg CD Capsule

ANDA# 74752

Reviewer: Andre J. Jackson - -
WP--#74752A.096 — e e e - e

The firm submitted a study on September 22, 1995 on their CD
capsule which_was_ found to be acceptable to the Division of
Biocequivlence pending the resolution of issues related to the
paddle speed and_conditions for the dissolution testing. A letter
was sent to the firm based upon their October 8, 1996 submission
in which issues related to paddle speed were resolved. The only
issue remaining to be resolved related to dissolution conditions
since the firm did not change media but conducted the studies for
acid and base in parallel. The dissolution recommendation in the
reply to the October 8, submission stated:

The in vitro dissolution testing _should be incorporated into
the firm's manufacturing controls and stability program.

The dissolution testing should be conducted using USP 23
Apparatus II (paddle) at rpm in ¢ .. The
speed should be reduced to - pm and the medium changed to
SIF and sampled from 4 hr(based upon time zero in acid) to
24 hours. The test product should meet the following
specifications:



In a telephone conversation with Project Manager (see the
attached telephone record, 11/12/96), the firm has indicated that
since thel:_product_;s‘a beaded capsule that once they have
capsule release there is no way of removing product to then place
it in the SIF which precludes a quantitative transfer from acidic
to the basic medium.

Therefore, the firm's proposed procedure for conducting
dissolution studies in parallel is:

Apparatus: Paddle, 75 RPM
Media: 0.1N HCL-sampling to 2 hrs
, buffer pH 7. S(SIF)—sampIIEE"to 24 hrs
Volune: ‘ 900 ml ™
No. of Units Analyzed: 12 '
Comment:

1. The dissolution data previously submitted by the firm, for
separate dissolution studies done in acid and d SIF, on October 8,
1996 is acceptable and indicates that the = rpm speed is more
discriminating.

Recommendation

1. The Bioequivalence studies conducted by Andrx
Pharmaceutlcals on its 300 mg diltiazem CD capsule, Lot No.
600R001A, comparing it to Marion Merrell Dow's Cardizem® 300
mg CD capsule, Lot No. P70056 has been found to be
acceptable by the Division of Bioequivalence previously
on October 7, 1996. Therefore, Andrx's 300 mg dlltlazem CD
capsule has been deemed bioequivalent to Cardizem® CD, 300
mg capsule, manufactured by Marion Merrell Dow.

2. The dissolution testing conducted by Andrx on the 300 mg
capsule, Lot No. 600R001A, is acceptable. The dissolution
testing conducted by Andrx on the 240 mg strength, Lot No.
599R001, the 180 mg strength Lot No. 598R001 and the 120
strength, Lot No. 597R001 is also acceptable. The
formulations for the 240, 180 and 120 mg capsules are
compositionally similar to the 300 mg capsule which
underwent a biocequivalence study. The waivers for the 240
mg, 180 mg and 120 mg capsules are granted. Therefore,
Andrx's 240 mg, 180 mg and 120 mg diltiazem HCL capsules are
deemed bioequivalent to Cardizem™ , 240 mg, 180 mg and 120
mg capsules manufactured by Marion Merrell Dow.

3. The in vitro dissolution testing should be incorporated into

O - vhi el R f'.2"—"‘" ol CtoTmemsIeRITLTTY O o T ot



the firm's manufacturing controls and stability program. -
The dissolution testing should be conducted using USP 23
Apparatus II (paddle) at 75 rpm in 0.1N HCL for 2 hr. The
testing should also be conducted simultaneously at 75 rpm in
SIF for 24 hours. The test product should meet the
following specifications:

- -
- -

Time
2 hr

i A
Andre Jackson, Ph.D. . )
Division of Bioequivalence N\ ! !
Review Branch I
RD INITIALED YCHUANG £;;
FT INITIALED YCHUANG N Date: I>/33/4(
v ~\
A A
Concur: < ) - Date: ’2’23)76
Rabindra Patrmgik, Ph.D. L )

Acting Dire
Division of'E{oequivalence

ANDA# 74-752 (original, duplicate), HFD-600 (Hare), HFD-630, HFD-
652 (Huang, Jackson), Drug File, Division File






OEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No, 09100001

wil PUBLIC HEALTH SERVICE Explration Date: December 3), 1992
FOOgA:JJD DAUG ADMINISTRATION $ee OMAStatement on Page 3,
APPLICATION TO MARKET A NEW DRUG FOR HUMAN USE T Nl"ounnus: OoNLY
ORAN ANTIBIOTIC DRUG FOR HUMAN USE DATE FILED

(Tttle 21, Code of Federal Regulations, 314)

DIVISION ASSIGNED NDAJANDA NO, ASS.

NOTE: No application may be filed uniess a compisted spplication has been ""\m E'Cnhnm[
NAME OF APPLICANT _enZzo T | DATEOFSUBMISSION

.. ‘ W
Andrx Pharmaceuticals, Inc. numoumo.m.m.c,” -
ADDRESS (Numbuer, Street, City, State and Zip Code) - 1- 7500
4001 S.W.:47th Avenue, #201 NEWDRUG OR ANTIS

TIC APPLICATION
NUMBER (if
Fort Lauderdale, FL 33314 { Droviow,m.d
: -td=752
N = DRUG PRODUCT .
ESTABLISHEQ/MAME (e.g., USPIUSAN) PROPRIETARY NAME (If any)
DILTIAZEM HYDROCHLORIDE = |
EXTENDED-RELEASE . -
CODE NAME (i any) —.cuewau. NAME
DOSAGE FORM ROUTE OF ADMINISTRATION - STRENGTH(S)
Capsules orai.: 120mg, 180mg
, o 240mg & 300mg
IOPOSED mmcxnous FORUSE

Indicated for the treatment of hyperten51on. May be used alone or in
combination with other antlhyperten51ve medications. 1Indicated for the
management of chronic stable angina .and anglna due to coronary

artery sSpasm.

LIST NUMBERS OF ALL INVESTIGATIONAL NEW DRUG APPLICATIONS @1CFR PJRJIZ). NEWDRUG ORANTIBIOTIC APPLICATIONS QICGRPT - |

374), AND DRUG MASTER FILES mcrnsruzo) REFERRED TO m THIS APPLICATION:

INFORMATION O} APPLICATION
TYPE OF APPLICATION (Check one)

O3 THIS SUBMISSION IS A FULL APPLICATION Q1CR314.50) [Q THIS SUBMISSIONSS AN“"EW\TED APPUCATION (ANDA) (21 CFR314.55)

IF AN ANDA, IDENTIFY THE APPROVED DRUG PRODUCT THAT IS THE lASIS FORTHE § SUBMISSION

NAME OF bRUG HOLDER OF APPROVED APPLICATION
Cardizem CD. C : : arion Merrel Dow, InC. _-- .a:

TYPE SUBMISSION (Check one) oz

g PRESUBMISSION 1 ANAMENDMENT 70 A PENDING APPLCATION .0 SUPPLEMENTAL APPUCATION
D omcmatarsscanon O mesuamssicn (Facsimile) .. |

ECIC REGULATION(Y) TO SUPPORT CHANGE OF Armcxnon_ (e.0.. Part 314.20(2)2XW))
PROPOSED MARKETING STATUS (Check one)

(] nruamon FOR A PRESCRIPTION DRUG PRODUCT (1) " [J APPLICATION FORAN OVER- THE - COUNTERPRODUCT org
ORMTOA 35en (eAd) o PREVIOUS EDITION 15 OBSOLETE.

Py oy

Page

000001



DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0001

L Expiration Date: December3),
wese PUBLIC HEALTH SERVICE r3}, 1992
FOOD AND DRUG ADMINISTRATION So¢ OMA Statement on Page 3.
APPLICATION TO MARKET A NEW DRUG FOR HUMAN USE S uaw'::l FOA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE OATE FILED

i 314
q:gezr. Code of Federal Regulations, 314) DIVISION ASSIGNED | NDAJANDA NO. ASS.

NOTE: No applitation may be 1ied uniess a completed ap;tum Torm has been recoved (37 CFR Part 314).

_\
NAME OF APPLICANT DATE OF SUBMISSION
. 7
Andrx Pharmaceuticals, Inc. _ W‘
ADDRESS (Wumber, Street, City, State and 2ip Cooe) R 1-7500
4001 S.W.:47th Avenue, #201 NUMBER (o OR ANTISIOTIC APPLICATION
Fort Lauderdale, FL 33314 - (#previoualy isued)
. - —c e mea e e -— .- g 752-
2 DRUGPRODUCT ~
[ ESTABLSHEQ/RAME (e.g., USPIUSAN) nomsruvwws (fany)
DILTIAZEM HYDROCHLORIDE
EXTENDED-RELEASE : . s R
CODE NAME (Fany) [ CHEMICAL NAME
DOSAGE FORM - - ROUTE OF ADMINISTRATION K STRENGTH(S)
Capsules Oral.:: ’ 120mg, 180mg
. ) - o . 240mg & 300mg

AGPOSED. lNDICATIONS FORUSE P ;
Indicated for the treatment of hyperten51on. May be used alone or in

combination with other antihypertensive medications. Indicated for the
management of chronic stable angina .and angina due to coronary
artery spasm.

LIST NUMBERS OF ALL| i 0’8.
NVESTIGATIONAL NEW DRUG APPLICATIONS (27 CFR rm.m). NEWDRUG ORANTIBIOTIC APPLICATIONS (37 CFp s
314), AND DRUG MASTER FILES (21 CFR 314.420) REFERRED TO IN THIS APPLICATIO Nsm‘ Pare

INFORMATION ON APPLICATION

TYPE OF APPLICATION (Chock one)

[J THIS SUBMISSION IS A FULL APPLICATION 27 CFR314.50) [ THIS SUBMISSION IS AN ASBREVIATED APPLICATION (ANDA) (23 CFR 314.55)

IF AN ANDA, IDENTIFY THE APFPROVED DRUG PRODUCT THAT K THE BAS TS FOR THE SUBMIBSION
NAME GF ORUG HOLDEROF APPROVED APPLICATION
Cardizem CD. e : -Marion Merrel Dow, Inc. - .--¢
' TYPE SUBMISSION (Check one) —
a PRESUBMISSION Bl ANAMENDMENT TO A PENDING APPLICATION O suerLementAL APPLCATION
ORIGINAL APPLICATION O  resusmssion . (Facsimile)

ECIHC REGULATION(S) TO SUPPORT CHANGE OF APPLICATION (e.g., Part 314.70(6)2)H))

PROPOSED MARKETING STATUS (Check one)
0 arpuicanonrora prescrirnion oruG PRODUCT () ] APPLICATION FOR AN OVER- THE - COUNTER PRODUCT (OTQ)
FORMIDAISSN(32) PREVIOUS EDITION 15 OBSOLETE.

Page )

000001



CONTENTS OF APPLICAT le

This application contains the following [tems: (Check al/l that apply,

1. Index .

2. Summqy (21CFR314.50(c)) _

3. Chemistry, manufacturing, and control section (21 CFR 314.50 (d) (1))

4. a. Samples (21 CFR 314.50 (o) (1)) (Submit only upon FDA's request)

b. Methods Validation Package (21 CFR 314.50 (e) (2) (i)

¢. Labeling (21 CFR314.50(e) (2) (il))

_. 1. draftlabeling (4 copies)

7 % fin
A 1i. final printed labeling (12 coples)

S. Nonclinical pharmacology and toxicology section (21 CFR 314.50 (d) (2))

6. Human pharmacokinetics and bioavaiability section (21 CFR 314.50 (d) (3))

7. Rlicrobiology section (21 CFR 314.50 (d) (4))

8. Clinical data section (21 CFR 314.50 (d) (5))

9. Safety update report (21 CFR314.50 (d) (5) (vi) (b))

10. Statistical section (21 CFR 314.50 (d) (6))

11. Case report tabulations (21 CFR 314.50 {f) (1))

12. Case reports forms (21 CFR 314.50 (f) {1))

13. Patent information on any patent which claims the drug (21 U.S.C. 355 (b) or (c))

14. A patent certification with respect to any patent which daimsthe drug (21 U.S.C. 355(b) (2) or ) (2) (A))
15. OTHER (Specify)

Facsimile Amendment

| agree to update this application with new safety information about the drug that may reasonably atfect the statement of contraindications,
warnings, precautions, or adverse reactions in the draft labeling. | agree to submit these safety update reports as foliows: (1) 4 months after
the initial submission, (2) following receipt of an approvable letter and (3) st other hmes as requested by FDA. Hf this application is approved, |
agree to comply with all laws and regulations that apply to approved applications, including the following: '
. 1. Good manufacturing practice regulations in 21 CFR210 and 211,

g.. l.:so‘.ung ng’uhbomhumzm. in2 20

. case of a prescyiption drug product, prescription drug acivertsing regulstions in 21 CFR202.

4, Muht!omoﬂ making changes in application in 21 CFR314.70, 314.71, and 314.72.

5. Reguistions on reportsin 21 CFR314.80 and 31481, T e -
nmbop:'lm;uppb:::a dnnpfod ﬂu't%hmmf sched lmo nder the controlied substa

a wet A or schedu unger the U KesActta

product untll the Drug Enforcement Administration makes a final scheduling decsion. Sereenotto .mutnﬂn

NAAE OF RESPONSIBLE GFFIGAL OR AGENT SIGNATURE OF RESPONSIBLE OFFIIAL OR AGENT BATE T
David A. Gardner g ﬂ"‘ . ;_z& ,& . Z e E —ig;/‘??-?

ADDRESS (Stree '
4001 8y Ty e P o, #201 - TELEPHONE NO. Magh
ort Lauderdale, FL 33314 . » (954) 581-7500

(WARNING: A willfully false statement is a criminal offense. U.S.C. Title 18, Sec.1001.)
FORM FDA 356h (6/53)

Page2
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RECORD OF TELEPHONE CONVERSATION

— —

I initiated a call to Andrx
Pharmaceuticals, Inc. and spoke with =
Mr. David Gardner. I informed him of
the following labeling comments
regarding the submission dated May
28, 1997. '

Labeling Deficiencies:

INSERT

The package insert is satisfactory in
printer’'s proof. . However, before -
submitting final printed insert
labeling, please make the following
minor and editorial changes.

a. DESCRIPTION

i. Revise the molecular
formula to consist with USP
23.

ii. You may delete the

following from your list
inactive ingredients, __

L

b. CLINICAL PHARMACOLOGY
(Hemodynamic and
Electrophysiologic Effects)

In the third sentence of
the fourth paragraph,
delete the extra spaces

- between, “day” and
“*dosage” . :

Prepare and submit twelve copies of

final printed container labels. =

In addition, I informed Mr. Gardner
to submit a total of twelve copies of
printer’s proof insert labeling and
that the above revisions were not
required for tentative approval.
expressed his appreciated for the
information received regarding this
ANDA.

He

DATE 6/17/97

-

ANDA NUMBER
74-752

IND NUMBER

TELECON

MADE
_ BY
TELE.

INITIATED BY

_ APPLICANT/
SPONSOR
_x_FDA _ IN
PERSON

PRODUCT NAME Diltiazem
Hydrochloride
Extended-release
Capsules USP, (Once-a-
dayDosage) 120mg,
180mg, 240mg&300mg

FIRM NAME Andrx

Pharmaceuticals, Inc.

NAME AND TITLE OF PERSON
WITH WHOM CONVERSATION WAS
HELD

Mr. David Gardner

SIGNATURE

7?uk&a@piébvzq,




The drug product that is the subject of this abbreviated
application may not be marketed without final -‘Agency approval under
Section 505 of the_ Act. The introduction or delivery for
introduction into interstate commerce of this drug before the
effective final approval date is prohibited under Section 501 of
the Act. Also, until the Agency issues the final approval letter,
these drug products will not be listed -in the Agency’s "“Approved
Drug Products with Therapeutic Equivalence Evaluations" list.

The amendment should be designated as a MINOR AMENDMENT in your
cover letter. Before you submit the amendment, please contact
Timothy W. Ames, Project Manager, at (301) 827-5849, for further
instructions. : .

- -- - -~ Sincerely yours,

s 4 /»/ﬁ}

Roger L. Williams, M.D.

Deputy Center Director

- for Pharmaceutical Science

Center for Drug Evaluation and Research



MAY | @ 1997

REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT .
- LABELING REVIEW BRANCH

ANDA Number: 74-752 » -7
Date of Submission: February 27, 1997
Applicant’s Name: Andrx Pharmaceuticals, Inc.

Established Name: Diltiazem Hydrochloride Extended-release
Capsules USP, (Once-a-day Dosage) 120 mg, 180 mg, 240 mg & 300 mg

Labeling Deficiencies:
1. CONTAINER

Upon further review, we requeét that you delete the
following text from your container labels:

AB to Cardizem CD®

Cardizem CD® is a registered trademark of Hoechst
Marion Rousell

Diltiazem hydrochloride Extended-release Capsules
UBP which exhibit different pharmacokinetics are

also marketed. Please confirm you are dispensing
the prescribed formulation.

2. INSERT

a. General Comment
Delete the text “a marketed” prior to the
established name, “Diltiazem hydrochloride
Extended-release Capsules (Once A Day Dosage)”,
where it appears throughout the labeling.

b. DESCRIPTION
i. Increase the print size of the structural and

molecular formulas. We find both of them
difficult to read.

ii. Include the dyes in the imprinting ink in
your list of inactive ingredients.



c. ADVERSE REACTIONS

i.

ii.

d. OVERDOSAGE

i.

ii.

To increase the clarity and readably of the
table we encourage you to use bold print
throughout the entire table.

In the first sentence following the table

revise “diltiazem hydrochloride once-a day”
to read “Diltiazem hydrochloride Extended-
release Capsules (Once A Day Dosage)”

Bradycardié'
Delete the terminal zero following the
decimal point.

("1 mg” instead of 1.0 mg”].
Hypotension

Revise “Levarterenol bitartrate" to read
“norepinephrine”.

e. DOSAGE AND ADMINISTRATION (Concomitant Use With
Other Cardiovascular Agents)

i.

ii.

iii.

Sublingual NTG

A). Revise “Sublingual NTG" to read
“Sublingual Nitroglycerin”.

B). In the first sentence, revise “diltiazem
hydrochloride” to read “Diltiazem
hydrochloride Extended-release Capsules
(Once A Day Dosage)”.

Prophylactic Nitrate Therapy
See comment d(i) (B) above.

Antihypertensives

Revise "(once-a~day)” to read “(Once A
Day Dosage)”.

£. HOW SUPPLIED

i.

We note you have listed a package size of

in this sect:ion. However, you have not
subnitted any information regarding the
container and closure system for this package
size. Please delete from your HOW



SUPPLIED section and/or submit the required
data.

ii. Wé acknowledge your comment regarding your
package configuration of However, it
is not acceptable for marketing as submitted.
Therefore, delete. .  from your HOW

TTLoZEIT SUPPLIEﬁ:dEctzone ’ET‘:ffr: T

iii. Upon further review we request that you
- delete~the—£e&&owzng—paragraphm~

Diltiazem Hydrochloride Extended-release
Capsules USP which- exhibit different e
pharmacokinetics are also marketed. Please
confirm you are dispensing the prescribed
formulation.

Please revise your. labels.and labellng, as instructed above,
and submit in draft.

Please.note that—we_resa:va—tha—r;ght—to request-further—

changes in your labels and/or labeling based upon changes in
the approved labeling of the listed drug or upon further
review of the application prior to approval.

To facilitate review of your next submission, and in
accordance with 21 CFR 314.94(a) (8) (iv), please provide a
side-by-side comparison of your proposed labeling with your
last submission with all differences annotated and

explained.
VAV %/

MR - 7 4

Jefry Phillip

rector

ivision of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research




ANDA: 74-752 ' FIRM: Andrx Pharmaceuticals, Inc.
DRUG PRODUCT: Diltiazem Hydrochloride Extended-release Capsules

FACSIMILE Deficiencies

Labeling Deficiencies - =
All comments and corrections that were suggested regarding the labels for the containers
and the insert have been made.

Copies of approved label copy for all strengths and all package sizes are attached at pages
4 through 7. Included at pages 8 through 15 is a side-by-side comparison of the label
copy from the facsimile amendment which was submitted on February 27, 1997 vs. the
revised label copy being submitted with this facsimile amendment. Also included is

a draft label for each package size of each strength that will be marketed.

Attached at pages 16 through 23 is a copy of the revised insert. At pages 24 through

36 is a side-by-side comparison of the insert submitted with the facsimile amendment on
February 27, 1997 vs. the insert being submitted with this facsimile amendment. Also
included is a draft “printer’s proof” for the insert.

Please Note: - o
As agreegl_in a teleconfergl_ge on May 7,1997,the will be used
‘only for >f product.

000003



ANDA 74-752

Andrx Pharmaceuticals, Inc.

Attention: David A. Gardner

4001 S.W. 47th Avenue, Suite 201 ___NOV | T 1995
Ft. Lauderdale, FL 33314 B

Dear Sir . - e ¢ e e ———— e o i 2wt

Please refer to your abbrev1ated new drug appllcatlon (ANDA)
dated September 22, 1995, submitted under Section 505(j) of the
Federal Food, Drug and Cosmetic Act for Diltiazem Hydrochloride
Extended-release Capsules, 120 mg, 180 mg, 240 mg and 300 mg.

We have glven your appllcatlon a preliminary review, and we find
that it is not sufficiently complete to merit a critical
technical review.

We are refu51ng'€gm¥11é thlS Aﬁﬁi“ﬁﬁaer erafk 314.101(d) (3) for
the following reasons: .

You are required to completely package your exhibit batches
in containers proposed for marketing. Partial packaging,
packaging into bulk storage containers, or a packaging for
which you are not seeking approval is not acceptable unless
a protocol has been submitted and approved prior to
submission of the application. Please provide documentation
to confirm that-the portion of the test batches packaged in
the containers proposed for marketing are representative of
the entire batch. Such documentation should include testing
results for in-process or packaged product that demonstrate
homogeneity of the manufactured product. Please refer to.
the letters to the industry from the Director, Office of
Generic Drugs, dated November 8, 1991, and August 4, 1993.
In addition, we refer you to the Office of Generic Drugs'
Policy and Procedure Guide #41-95, dated February 8, 1995.

Thus, it will not be filed as an abbreviated new drug application
within the meaning of Section 505(j) of the Act.

In addition, while we note that you have provided a list of
convictions, you have failed to include information regarding
convictions of affiliated persons responsible for the development
and submission of the application in addition to employees of the
applicant. Please note that contractors responsible for the
development of data and other information used to support
approval of an application are "affiliated persons". Please
provide a revised list of convictions with an original signature.



Also, in the interim, please submit three additional copies of
the analytical methods and descriptive information needed to
perform the tests on the samples (both the bulk active
ingredient{s) and finished dosage form) and validate the
analytical methods. Please do not send samples unless
specifically requested to do so. If samples are required for
validation, we will inform your where to send them in a separate
communication.

If the above methodology is not submitted, the review of the
application will be delayed.

Within 30 days of the date of this letter you may amend your
application to include the above information or request in
writing an informal conference about our refusal to file the
application. To file this application over FDA's protest, you
must avail yourself of this informal conference.

If after the informal conference, you still do not agree with our
conclusion, you may make a written request to file the
application over protest, as authorized by 21 CAR 314.101(a) (3)If
you do so, the application shall be filed over protest under 21 _
CAR 314.101(a)(2). The filing date will be 60 days after the
date you requested the informal conference. If you have any
questions please call:

Consumer Safety Officer
(301) 594-0315

Sincerely yours,

Jerry Phillips

Acting Director

Division of Labellng and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT .
— LABELING REVIEW BRANCH

ANDA Number: 74-752 Date of Submission: August 22, 1996
Applicant's Name: Andrx Pharmaceuticals, Inc

Established Name: Diltiazem Hydrochloride Extended-release
Capsules USP, (Once-a-day Dosage) 120 mg, 180 mg, 240 mg & 300 mg

Labeling Deficiencies:
1. GENERAL COMMENT:

Comment B(1l) (a) of our letter dated July 11, 1996 was
in error. The drug name should have read "Diltiazem
Hydrochloride Extended-release Capsules (Once-a-day
dosage)". We are sorry for any inconvenience this
error may have caused.

2. CONTAINER (30s, _ '500s and

a. We acknowledge your statements regarding your
concern for a pharmacist's confusion in
determining for which of the three available
diltiazem hydrochloride extended-release capsules
(once-a-day dosage) your product may be
substituted. Please add the following statements
to the label:

i. AB to Cardizem CD°®

ii. cardizem CD® is a registered trademark of
Hoechst Marion Rousell.

Please note that the use of these statements is
currently being evaluated by the Agency. Further
changes may be requested in the future.
b. ...prescription. (spelling)
3. INSERT
a. DESCRIPTION
Insert the following as the last paragraph:

USP Drug release test pending.



b. ADVERSE REACTIONS
Paragraph 2 - ...360 mg... (rather than "60 mg").
c.” DOSAGE AND ADMINISTRATION

First sentence - ...controlled... (spelling).
Please revise your container labels and package insert
labeling, as instructed above, and submit final printed
package insert labeling and container labels.

Please note that we reserve the right to request further
changes in your labels and/or labeling based upon changes in
the approved labeling of the listed drug or upon further
review of the application prior to approval.

To facilitate review of your next submission, and in
accordance with 21 CFR 314.94(a) (8) (iv), please provide a
side-by-side comparison of your proposed labeling with your
last submission with all differences annotated and
explained.

] /S ,é/

J Phillip
rector
Division of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research
Center for Drug Evaluation and Research



This Tentative Approval Summary supersedes the Tentative
Approval Summary dated July 17, 1997

—  Tentative Approval Summary

REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 74-752 Date of Submission: - February 18, 1998
Applicant's Name: Andrx Pharmaceuticals, Inc.

Established Name: Diltiazem Hydrochloride Extended-release
Capsules USP, (Once-a-day Dosage) 120 mg, 180 mg, 240 mg & 300 mg

APPROVAL SUMMARY (List the package size, strength(s), and date of
submission for approval): :

Do you have 12 Final Printed Labels and Labeling? Yes - 9 of
each labeling piece in blue jacket - 3 of each piece in red
N.B. - Firm has submitted printer’s proof PI - they need to
submit FPL prior to full approval

Container Labels: 120 mg, 180 mg, 240 mg & 300 mg: 30s & 500s -
Satisfactory in FPL as of 6/20/97 submission.

Professional Package Insert Labeling:
Satisfactory in Printer’s Proof as of 2/18/98 submission.

Revisions needed post-approval: Replace “CAUTION: Federal
law...” statement with symbol “Rx only” or “R only”.

BASIS OF APPROVAL:

Was this approval based upon a petition? No
What is the RLD on the 356 (h) form: Cardizem® CD
- NDA Number: 20-062

NDA Drug Name:
Diltiazem Hydrochloride Extended-release Capsules USP

NDA Firm: Marion Merrell Dow Inc.



Date of Approval of NDA Insert and supplement #: NDA 20- 062/S-019
and S-021+4revised Julty 1995, approved 4/2/96.

Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD rabeling guidance? No
Basis of Approval for the Container Labels: RLD
Basis of Approval for the Carton Labeling: RLD

Other Comments:

REVIEW OF PROFESSIONAL LABELING CHECK LIST
Most of_info_from previous review} - :

Applicant's Established Name Yes | No | NA.

Different name than on acceptance to file letter? [USP added] X

Is this product a USP item? If so, USP supplement in which verification was assured. X
[USP/supp.6]

Is this name different than that used in the Orange Book? X

Error Prevention Analysis

PROPRIETARY NAME

Has the firm proposed a proprictary name? NO X

PACKAGING -See applicant's packaging configuration in FTR

Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes, X
describe in FTR. [See FTR]

Is this package size mismatched with the recommended dosage? If yes, the Poison X
Prevention Act may require a CRC.

Does the package proposed have any safety and/or regulatory concerns? X
Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections X
and the packaging configuration?

Is the strength and/or concentration of the product unsupported by the insert labeling? X

Is the color of the container (i.c. the color of the cap of & mydriatic ophthalmic) or cap X
incorrect?

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light X

sensitive product which might require cartoning? Must the package insert accompany the
product?




Are there any other safety concerns?

LABELING —— _—

Is the name of the drug unclear in print or lacking in prominence? (Namc should be the
most prominent information on the label).

Has applicant failed to clearly differentiate multiple product strengths?

Is the corporate logo larger than 1/3 container label? (No regulation - sce ASHP guidelines)

Error Prevention Analysis: LABELING (Continued)

Yes

NA..

Does RLD make special differentiation for this label? (i.c., Pediatric strength vs Adult; Oral
Solution vs Concentrate, Warning Statements that might be m red for the NDA)

Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between labels
and labeling? Is "Jointly Manufactured by...", statement needed?

Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED?

Has the firm failed to adequately support compatibility or stability claims which appear in
the insert labeling? Note: Chemist should confirm the data has been adequately supported.

Inactive Ingredients: (FTR: List page # in application where inactives are listed)

Does the product contain alcohol? If so, has the accuracy of the statement been confirmed?

Do any of the mactives differ in concentration for this route of administration? [Some of the
mactives differ from the RLD]

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the composition statement?

Has the term "other ingredients" been used to protect a trade secret? If so, is claim
supported?

Failure to list the coloring agents if the composition statement lists ¢.g., Opacode, Opaspray?

Failure to list gelatin, coloring agents, antimicrobials for capsules in DESCRIPTION?

Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need not be listed)

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA recommendations? If so,
are the recommendations supported and is the difference acceptable?.

Does USP have labeling recommendations? If any, does ANDA meet them?

Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant container?

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP
mnformation should be used. However, only include solvents appearing in innovator labeling.




Bioequivalence Issues: (Compare bioequivalency values: insert to study. List
Cmax, Tmax, T 1/2 and date studv acceptable) ‘

Insert labeling references a food effect or a no-effect? If so, was a food study done? X

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why. X

Patent/Exclusivity Issues: FTR: Check the Orange Book edition or cumulative
supplement for verification of the latest Patent or Exclusivity. List expiration date
for all patents, exclusivities, etc. or if none, please state.

FOR THE RECORD: [portions taken from previous review]

1.

Insert labeling based on the approved insert labeling of
Cardizem® CD, revised July 1995, approved 4/2/96
(NDA 20-062/S-019 and S-021).

The firm has modeled this application after Cardizem® CD.

The 17th ed. Of the Approved Drug Products book lists six
patents and two exclusivities for the listed drug. The
firm's patent certification and exclusivity statement
references only four patents and one exclusivity. The
previous reviewer indicated that a note was made to the
chemist regarding this issue.

The firm revised their list of inactive ingredients in the
DESCRIPTION section and it is now consistent with their
components and composition statement.

[Vol. Bl.2, p. 6785, 6788 & 6790, also Vol. B2.1 p. 3 to 9]
The four capsule strengths will be distinguished by color:

120 mg white/orange 180 mg yellow/orange
240 mg light brown/orange 300 mg orange/orange

Capsules imprint:

‘The color of 120 mg, 180 mg, 240 mg, and 300 mg capsules are

listed in the HOW SUPPLIED section and is consistent with
the firm’s description of the appearance of their capsules
in the application under the Manufacturing and Processing,
[instead of the finished dosage form section].

(vOl. B 1.2, P. 7037, 7104, 7163 & 7226].

See NOTES TO THE CHEMIST [Vol. Bl.4 section XIV]

The package sizZ& of" =~ =~ 7 "~ "were deleted from the HOW
SUPPLIED section. This is acceptable.




10.

Note the following from a previous labeling review:
In response to our labeling comment regarding the

package size of the firm indicated that
this package size is intended for distribution
——— - - They also

—_— indfzated that they have submitted stability
studies for this package.-size.
[Vol. B2.1, 3/19/97 correspondence/p.128]
This -in-not—aceeptable—{per-chemist). The chemist
facting team leader] plans to notify the firm via

phone regarding the package size and also
- - .Z S2 :

!

the packabe size of . See comménﬁgwander HOW

-SUPPLED. - o

CLOSURE : B . . e

120 mg, 180 mg, 240 mg and 300 mg
30s - CRC T oo ‘
500s - nonCRC

[Vol. 1.4, Section XIII]

Marketing: TABLET STRENGTHS/PACKAGE SIZE

NDA- 120 mg, 180 mg, 240 mg & 300 mg: 30s, & 100s UP

ANDA-120 mg, 180 mg, 240 mg & 300 mg: 30s & 500s

‘STORAGE/DISPENSING statements- - e

STORAGE : R TR
USP: Preserve in tight containers.. .

NDA: Store at controlled room temperature (59-86°F)15-30°C.
Avoid excessive humidity.

ANDA:Store at controlled room temperature 15-30°C (59-86°F).
Avoid excessive humidity.

DISPENSING:
USP: Dispense in tight containers
ANDA:Dispense in tight, light resistant container as defined

in USP.



11.

12.

13.

14.

USP labeling requirements:

Indicate the Drug Release test with which the product
complies. .

The firm has deleted the text “A _marketed” as requested.
'~ Note the following from a previous labeling review:
I was informed by the Team Leader John Grace,
R.Ph. that the text “A marketed”,
Diltiazem Hydrochloride Extended-release
Capsule (Once-a-day Dosage) should not appear
generic firms insert labeling. .

Differences between the RLD and ANDA-insert labeling:

a. OVERDOSAGE (Hypotension)
“Levarterenol bitartrate” instead of “norepinephrine”.

b. =~ DOSAGE AND ADMINISTRATION (Concomitant Use With Other
Cardiovascular Agents) _

Sublingual NTG - —— - e

“Sublingual NTG” instead of “Sublingual
Nitroglycerin”.

[These requests were made in a previpus review].

The firm deleted the following text per our request.
Note from a rrevious review.
I was irformed by the team leader, John Grace,
R.Ph. to request generic firms to delete the
followirg text:

-AB to Cardizem CD®

-Cardizem CD® is a registered trademark of Hoechst
Marion Rousell

-Diltiazem hydrochloride Extended-release Capsules
USP which exhibit different pharmacokinetics are
alsc marketed. Please confirm you are dispensing
the prescribed formulation.

NOTE:

-This differs and supersedes the labeling review
of 1/2/97 and FTR of ANDA 74-752 for submission
date 8/22/96 [Andrx/Diltiazem hydrochloride
Extended-release Capsules]

-In addition, this differs supersedes the
Diltiazem hydrochloride Extended-release Capsules
(Twice A Day Dosage) Labeling guidance dated
9/95].



15. Generic firms may retain the text “(Once a day dosage)”.
This is acceptable per Team Leader, John Grace R.Ph.

16. The following is from a previous review/reviewer’s FTR.

a. =Fhis isswe—of product differentiation was discussed and
is described in the 9/95 revised labeling guidance for
Diltiazem Hydrochloride Capsules USP (Twice-a-Day
Dosage) . Further discussion among J. Phillips, J.
Grace and A. Vezza resulted in the decision to defer
comment at this time regarding this issue. A
conference represented by DDMAC, the Labeling and
Nomenclature Committee and OGD tentatively concluded
that the phrase "Drug X is AB to Drug:*Y." will be used
to designate to which approved drug an ANDA will be
bioequivalent to. This is not official as of the
present time. Upon further discussion between J.
Phillips, J. Grace and A Vezza, the decision was made
to tell ANDRX to place the statements "AB to Cardizem
CD®" on the front panel under the -strength and
"Cardizem CD® is a registered trademark of Hoechst
Marion Rousell." on the side panel of the container
label. [N.B. The decision to implement this now was
later reversed, however a guidance with this statement
is currently under development.]

b. This is a first generic.

c. The insert labeling of the listed drug references a
food effect. The applicant has done a single dose
food/fasting 3 way crossover study.

d. The 30s, and 500s container sizes are (white)
while the
impervious to light per chemist R. Rajagopalan.
[N.B. The :ontainer sizes were withdrawn
from this application.]

17. The purpose of the firm’s 2/18/98 Minor Amendment is to
update the PI with the minor and editorial revisions which
were related to the firm on June 17, 1997 by Dr. J. White
(see telecon). Despite the fact that Dr. White stated that
these revisions were not necessary to make for their drug
product to be tentatively approved the firm made the
decision to revise anyway.

18. This review was done with the red jacket.

Date of Review: 2-25-98 Date of Submission: 2-18-98
Primary Reviewer: Adolphj%;ﬂ:a Date:
Rl ’2-[7,(.,[‘)37
Team Leader: Charlie H ppesv y o Date: -
’“R [/‘Jl/

L/LL/‘,‘Y

W



REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
— LABELING REVIEW BRANCH

L .
- -

ANDA Number: 74-752 Dates of Submission: February 26, May 8 and
June 2, 1998

Applicant's Name: Andrx Pharmaceuticals, Inc.

Established Name: Diltiazem Hydrochloride Extended-release
Capsules USP, (Once-a-day Dosage) 120 mg, 180 mg, 240 mg & 300 mg

Labeling Deficiencies:
1. GENERAL COMMENT

Please note that the following comments refer only to your
last labeling amendment (June gﬁ, 1998).

2. CONTAINER 30s and 500s

a. Please note that the established name for this drug
product is “Diltiazem HCl Extended-release Capsules
USP”. Where the established name shall be placed in
direct conjunction with the proprietary name, the
established name (rather than the name of the drug
substance) must be surrounded by brackets. We refer
you to 21 CFR 201.15(g) (1). Revise to enclose the
entire established name of your product in parentheses.

b. The established name must be at least half as large as
the letters comprising the proprietary name. We refer
you to 21 CFR 201.10(g) (2) for guidance.

c. We are concerned that some of the established name is
being obscured by the “XT” water mark. Please refer to
21 CFR 201.15(a) (6).

d. Increase the prominence and size of the established
name - see comments (a), (b), and (c) above.

Please revise your container labels, as instructed above,
and submit final printed container labels.



Please note that we reserve the right to request further
changes—in your—=tabels and/or labeling based upon changes in
the approved labeling of the listed drug or upon further
review of the application prior to approval.

- -
- -

Jerry Phillips

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



APPROVAL SUMMARY (List the package size, strength(s), and date of
submission—for approwal): T T S T T T -

Do you have 12 Final Printed Labels and Labeling?
Container Labels: 120 mg, lSOrhg, 240 mg & 300 mg: 30s & 500s -

Professional Package Insert Labeling:
Satisfactory in FPL as of 5/8/98 submission.

Revisions needed post-approval:

BASIS OF RPPROVALT ™ — T

Was this approval based upon a petition? No
What is the RLD on the 356(h) form: Cardizem® CD
NDA Number: 20-062

NDA Drug Name:
Diltiazem Hydrochloride Extended-release Capsules USP

NDA Firm: Marion Merrell Dow Inc.

Date of Approval of NDA Insert and supplement #: NDA 20-062/5-019
and S-021/revised July 1995, approved 4/2/96.

Has this been verified by the MIS system for the NDA? Yes
Was this approval based upon an OGD labeling guidance? No
Basis of Approval for the Container Labels: RLD

Other Comments:

REVIEW OF PROFESSIONAL LABELING CHECK LIST

Most of info from previous review]

Applicant's Established Name Yes | No | NA.
Different name than on acceptance to file letter? [USP added] X
Is this product a USP item? If so, USP supplement in which verification was assured. X
[USP/supp.6]
Is this name different than that used in the Orange Book? X
Error Prevention Analysis




PROPRIETARY NAME

Has the firm proposex a proprietary mame? NO X
PACKAGING -See applicant's packaging configurationin FTIR - ~—-- -
Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes, x
describe in FTR.  [See FTR] '
Is this package size mismatched with the recommended dosage? If yes, the Poison X
Prevention Act may require a CRC.
Does the package proposed have any safety and/or regulatory concerns? X
Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections X
and the packaging configuration?
Is the strength and/or concentration of the product unsupported by the insert labeling? X
Is the color of the contaimer (i.e. the color of the cap of a mydriatic ophthalmic) or cap X
incorrect? B ’ R
Individual cartons required? Issues for FTR: Innovator mdividually cartoned? Light b
sensitive product which might require cartoning? Must the package insert accompany the
product?
Are there any other safety concerns? X
LABELING
Is the name of the drug unclear in print or lacking in prominence? (Name should be the X
most prominent information on the label).
Has applicant failed to clearly differentiate muitiple product strengths? x
Is the corporate logo larger than 1/3 container label? (No reguiation - see ASHP guidelines) X
Error Prevention Analysis: LABELING (Continued) Yes | No | NA.
Does RLD make special differentiation for this label? (i.c., Pediatric strength vs Adult; Oral X
Solution vs Concentrate, Warning Statements that might be in red for the NDA)
Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between labels X
and labeling? Is "Jointly Manufactured by...", statement needed?
Failure to describe solid oral dosage form identifying markings m HOW SUPPLIED? X
Has the firm failed to adequately support compatibility or stability claims which appear in X
the insert labeling? Note: Chemist should confirm the data has been adequately supported.
Inactive Ingredients: (FTR: List page # in application where inactives are listed)

X

Does the product contsin alcohol? If so, has the accuracy of the statement been confirmed?




Do any of the inactives differ in concentration for this route of administration? {Some of the | x

inactives differ from the RLD] -

Any adverse cﬁ"ects_anzicipated from inactives (i.e., benzyl alcohol in neonates)? X
Is there a discrepancy in inactives between DESCRIPTION and the composition statement? X
Has the term "other ingredients” been used to protect a trade secxet?——lf sc.; is claim X
supported?

Failure to list the coloring agents if the composition statement lists e.g., Opacode, Opaspray? _ X
Failure to list gelatin, coloring agents, antimicrobials for capsules m DESCRIPTION? h X
Failure to list dyes in imprimting inks? (Coloring agents e.g., iron oxides need not be listed) X

USP Issues: (FTR: List USPANDA/ANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA recommendations? If so, X
are the recommendations supported and is the difference acceptable?

Does USP have labeling recommendations? If any, does ANDA meet them? X

Is the product Light sensitive? If so, is NIDA and/or ANDA in a light resistant container? X

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP x

information should be used. However, only include solvents appearing in innovator labeling.

Bioequivalence Issues: (Compare bioequivalency values: insert to study. List
Cmax, Tmax, T 1/2 and date study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food smudy done? X

Has CLINICAL PHARMACOLOGY been riodified? If so, briefly detail where/why. X

Patent/Exclusivity Issues: FTR: Checl: ihe Orange Book edition or cumulative
supplement for verification of the latest Patent or Exclusivity. List expiration date
for all patents, exclusivities, etc. or if ncne, please state.

FOR THE RECORD: [portions taken from previous review]

1.

Insert labeling based on the approved insert labeling of
Cardizem® CD, revised July 1395, approved 4/2/96
(NDA 20-062/5-019 and S$-021).

The firm has modeled this application after Cardizem® CD.

The list of inactive ingredients in the DESCRIPTION section
is consistent with the components and composition statement.
[Vol. Bl1.2, p. 6785, 6788 & 6790, also Vol. B2.1 p. 3 to 9]




The four capsule strengths will be distinguished by color:

120 mg white/orange 180 mg yellow/orange
240 mg light brown/orange 300 mg orange/orange

CapsuFes imprint—

The color of 120 mg, 180 mg, 240 mg, and 300 mg capsules are
listed in the HOW SUPPLIED section_.and is consistent with
the firm’s description gf-the,apﬁeérance of their capsules
in the application under the Manufacturing and Processing,
[instead of the finished dosage form section].

[VOl. B 1.2, P. 7037, 7104, 7163 & 7226].

See NOTES TO THE CHEMIST [Vol. Bl.4 section XIV]

The package size of R ' iere’ deleted from the HOW
SUPPLIED section. This is acceptable.

Note the following from a previous labeling review:
In response to our labeling- comment regarding the
package size of the firm indicated that this
package size is intended for distribution
They also indicated that
they have submltted stabiTlity studies for this package
size. [Vol. B2.1, 3/19/97 correspondence/p.128]

This 'in not acceptable {(per chemist). The chemist
(acting team leader] plans to notify the firm via phone
regarding -the package size— -— - [I was
informed that the cap closure of the is not

satisfactory for marketing and storage-in a retail
pharmacy, where it can be opened and closed on repeated
bases. Also, there is an issue " regarding the

' and a tampering issue. No data was
submitted fer—the-package size-of— - -— See comments
‘under HOW SUPPLED.

CLOSURE

120 mg, 180 mg, 240 mg and 300 mg .. 30s (CRC) 500s (nonCRC)
[Vol. 1.4, Section XIII]

Marketing: TABLET STRENGTHS/PACKAGE SIZE

NDA- 120 mg, 180 mg, 240 mg & 300 mg: 30s, " & 100s UP
ANDA~120 mg, 180 mg, 240 mg & 300 mg: 30s & 500s

STORAGE/DISPENSING statements T
USP: Preserve in tight containers

NDA: Store at controlled room temperature (59-86°F)15-30°C.
Avoid excessive humidity. e

ANDA:Store at controlled room temperaturé 15-30°C (59-86°F).
Avold excessive humidity.



10.

11.

12.

13.

USP: Dispense in tight containers

ANDA:Dispense. in tlght, light resistant container as defined
in USP.

USP 1dBFeling re@@@Frements:

Indicate the Drug Release_test with which the product
complies.

- -

“The firm has deleted the text “A_nmarketed” as requested.

Note the following from a previous labeling review:
I was _informed by the Team Leader John Grace,

R.Ph. that the. text “A _marketed”,

.Diltiazem Hydrochloride Extended-release
Capsule (Once-a-day Dosage) should not appear
' generlc fifms insért 1abeéling. ~

leferences between the RLD and ANDA insert labellng

a. OVERDOSAGE (Hypotension) -

“Levarterenol bitartrate” instead of “norepinephrine”.

'b. DOSAGE AND ADMINISTRATION (Concamltant Use With Other

Cardlovascular Agents)

Subllngual NTG
“Subllngual NTG” 1nstead of “Subllngual Nltroglycerln”

[These requests were made in a previous rev1ew]

The flrm deleted the follow1ng text per our request.

Note from a-previous-reviews:- -
I was informed by the team leader, John Grace, R.Ph. to
request generic firms to delete the following text:

-AB to Cardizem CD®

-Cardizem CD® is a registered trademark of Hoechst
Marion Rousell

-Diltiazem hydrochloride Extended-release Capsules USP
which exhibit different pharmacokinetics are also
marketed. Please confirm you are dlspen51ng the
prescribed formulation.

NOTE : :
-This differs and supersedes the labeling review of
1/2/97 and FTR of ANDA 74-752 for submission date
8/22/96 [Andrx/Diltiazem hydrochloride Extended-release
Capsules]

-In addition, this differs supersedes the Diltiazem
hydrochloride Extended-release Capsules (Twice A Day
Dosage) Labeling guidance dated 9/95]. -



14.

15.

lo.

17.

Generic firms may retain the text “(Once a day dosage)”.
This is acceptable per Team Leader, John Grace R.Ph.

The following is from a previous review/reviewer’s FTR.

a. THis-issuwe—=F product differentiation was discussed and
is described in the 9/95 revised labeling guidance for
Diltiazem Hydrochloride Capsules USP (Twice-a-Day

Dosage) . Further discussion among J. Phillips, J.
-e— - ---Grace—-and-A. Vezza resultted—in~the decision to defer

comment at this time regarding this-dissue. A
conference represented by DDMAC, the Labeling and
‘Nomenclature Committee and OGD tentatively concluded
that the phrase "Drug X is AB to Drug Y." will be used
- to designate to which approved drug-an-ANDA-will be
biocequivalent tou--This ks -not official as of the
present time. Upon further discussion between J. _
Phillips, J. Grace and A Vezza, the decision was made
to tell ANDRX to place the statements "AB to Cardizem
- 2D _on the--front—panel—under—the—strength and--
"Cardizem CD® is a registered trademark of Hoechst
Marion Rousell." on the side panel of the container
label. "[N.B. The decision to implement this now was
later reversed, however a guidance with this statement

- —is-currently under development.] -

b. This is a first generic.

c. The insert labeling of the listed drug references a
food effect. The applicant has done a single dose
food/fasting 3 way crossover study.

d. The 30s, and 500s container sizes are HDPE (white)

while the with the capsules in
a . __ _ _The ire
1mperv1ous to llght per chemist R. Rajagopalan.
[N.B. The zontainer sizes-were withdrawn

from this application.]

The purpose of the firm’s 2/18/98 Minor Amendment is to
update the PI with the minor and editorial revisions which
were related to the firm-on June 17, 1987 by Dr. J. White
(see telecon). Despite the fact that Dr. White stated that
these revisions were not necessary to make for their drug
product to be tentatively approved the firm made the
decision to revise anyway.

Despite our “TA” letter out to the firm dated 9-15-97 they
chose to revise their labeling no less than four times (1)
2-18-98 - submitted printer’s proof PI. (2) 2-26-98 -
submitted container labels with “CARTIA XT” [PI remains
without proprietary name] (3) 5-8-98 - submitted PI with “Rx
only” (4) 6-2-98 - submitted “newly dressed” container
labels”. At this point only the PI is acceptable for
approval. The container labels have the established name
wrong and the large “XT” is obscuring the “D”.in Diltiazem.



18. Andrx filed under Paragraph IV. Court found that Andrx
found that Andrx could not go to market until 30 months
after they notified both Carderm and Hoechst Marion Roussel
(12-30-95) - (7-2-98) of their intentions.

——— pra—————

Date of Review: 6-23-98 Dates of Submission: 2-26, 5-8 & 6-2-98

Primary Reviewer: . Adolph Vezza ~” Date:
/S/ . G [24(18
Team Leader: arlie Hoppes v Date: -
MNn : ~

e t/17

e
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- REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT .
'“ LABELING REVIEW BRANCH

ANDA Number: 74-752- e
Date of Submission: May 28, 1997

Applicant’s Name: Andrx Pharmaceutlcals, Inc.

Established Name: Diltiazem Hydrochlorlde Extended-release
Capsules USP, (Once-a-day Dosage) 120 mg, 180 mg, 240 mg & 300 mg

Labeling Deficiencies:

The package 1nsert is satlsfactory in prlnters proof.
However, before submitting final printed insert labeling,
please make the following minor and editorial changes.

a. DESCRIPTION - o

i. Revise the molecular formula to consist with
Usp 23. R

ii. You may delete the follow1ng from your list
inactive 1ngred1ents,

b. CLINICAL PHARMACOLOGY (Hemodynamic and
Electrophysiologic Effects)
In the third sentence of the fourth paragraph,

delete the extra spaces between, “day” and
‘dosage”.

Prepare and submit twelve copies of final prlnted container
labels. -



Please note that we reserve the right to request further changes
in your lahels and/or _labeling based upon changes in the approved
labeling of the listed drug or upon further review of the
application prior to approval.

. Jerry Phillips
Director
Division of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research



NOTE TO THE CHEMIST

1. The fizm has revised their list of inactive ingredients.

you concur?

Chemist's RR answer: Yes. 6/10/97

2. Do you concur with labeling comment 1(a) (ii) under

DESCRIPTION? -

Chemist's RR answer: Yes. 6/10/97

Do

3. Are you aware that the firm has deleted the package sizes of.

90s and 50008 from the HOW SBUPPLIED section?

Chemist's RR answer: Yes, I am aware. 6/10/97

REVIEW OF PROFESSIONAL LABELING CHECK LIST

Applicant's Established Name

Yes

No

N.A.

Different name than on acceptance to file letter? [USP added]

Is this product a USP item? If so, USP supplement in which verification was
assured. [USP/supp.6]

Is this name different than that used in the Orange Book?

If not USP, has the preduct name been proposed in the PF?

Error Prevention Analysis

PROPRIETARY NAME

Has the firm proposed a proprietary name? If yes, complete this subsection.

Do you find the name objectionable? List reasons in FTR, if s0. Consider:
Misleading? Sounds or looks like another name? USAN stem present? Prefix or
Suffix present?

Has the name been forwarded to the Labeling and Nomenclature Committee? If so,
what were the recommendations? If the name was unacceptable, has the firm been
notified?

PACKAGING -See applicant's packaging configuration in FTR

-Is this a new packaging configuration, never been approved by an ANDA or NDA?
If yes, describe in FTR. [See FTR]

Is this pnckige size mismatched with the recommended dosage? If yes, the Poison
Prevention Act may require a CRC.

Does the package proposed have any safety and/or regulatory concerns?




If IV product packaged in syringe, could there be adverse patient outcome i given
by direct IV injection?
e e —

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS
sections and the packaging configuration?

Is the strength and/or concentration of the product unsupported by-the insert
labeling?

Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or
cap incorrect? "

Individual cartons required? Issues for FTR: Innovator individually cartoned?
Light sensitive product which might require cartoning? Must the package insert
accompany the product?

Are there any other safety concerns?

LABELING

Is the name of the drug unclear in print or lacking in prominence? (Name should be
the most prominent information on the label).

Has applicant failed to clearly differentiate multiple product strengths?

Is the corporate logo larger than 1/3 container label? (No regulation - sec ASHP
guidelines)

Error Prevention Analysis: LABELING (Continued)

Yes

No

N.A.

. Does RLD make special differentiation for this label? (L.e., Pediatric strength vs
Adult; Oral Solution vs Concentrate, Warning Statements that might be in red for
the NDA)

Is the Manufactured by/Distributor statement incorrect or falsely inconsistent
between labels and labeling? Is "Jointly Manufactured by..", statement needed?

Failure to describe solid oral dosage form identifying markings in HOW
SUPPLIED?

Has the firm failed to adequately support compatibility or stability claims which
appear in the insert labeling? Note: Chemist should confirm the data has been
adequately supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) in
the FTR

1s the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW SUPPLIED section?

Inactive Ingredients: (FTR: List page # in application where inactives are
listed)

Does the product contain alcohol? If so, has the accuracy of the statement been
confirmed?




Do any of the inactives differ in concentration for this route of administration? x
{Some of the inactives differ from the RLD]

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)? X

Is there a discrepancy in inactives between DESCRIPTION and the composition X
statement? - -

Has the term “other ingredients” been used to protect a trade secret? If 5o, is claim x
supported?

Failure to list the coloring agents if the composition statement lists e.g., Opacode, x
Opaspray? )

Failure to list gelatin, coloring agents, antimicrobials for capsules in x
DESCRIPTION? : e

Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need not be x
listed)

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage
recommendations)

Do container recommendations fail to meet or exceed USP/NDA recommendations? x
If so, are the recommendations supported and is the difference acceptable?

Does USP have labeling recommendations? If any, does ANDA meet them? X

Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant x
container?

Failure of DESCRIPTION to meet USP Description and Solubility information? If X
so, USP information should be used. However, only include solvents appearing in
innovator labeling.

Bioequivalence Issues: (Compare bicequivalency values: insert to study.
List Cmax, Tmax, T 1/2 and date study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food study done? x

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why.

Patent/Exclusivity Issues: FTR: Check the Orange Book edition or
cumulative supplement for verification of the latest Patent or Exclusivity.
List expiration date for all patents, exclusivities, etc. or if none, please state,

FOR THE RECORD:

1. Insert labeling based on the approved insert labeling of
Cardizem® CD, revised July 1995, approved 4/2/96
(NDA 20-062/S-019 and S-021).

2, The firm has modeled this application after Cardizem® CD.



8.

The 17th ed. Of the Approved Drug Products book list six
patents and two exclusitvies for the listed drug. The
firm’s patent certification and exclusivity statement
references only four patents and one exclusivity. The
previous reviewer indicated that a note was made to the
chemist regarding this issue. I will also include a
statement under NOTE TO THE CHEMIST.

The firm revised their list of 1nact1ve ingredients in the
DESCRIPTION section and it is now consistent with their
components and composition statement.

(Vol. B1.2, p. 6785, 6788 & 6790, also Vol. B2.1 p. 3 to 9]

The four capsule strengths will be distinéuished by color:

120 mg white/orange 180 mg yellow/orange
240 mg light brown/orange 300 mg orange/orange

Capsules imprint:

The color of 120 mg, 180 mg, 240 mg, and 300 mg capsules are
listed in the HOW SUPPLIED section and is consistent with
the firm’s description of the appearance of their capsules
in the application under the Manufacturing and Processing,
[instead of the finished dosage form section].

(VvOol. B 1.2, P. 7037, 7104, 7163 & 7226].

See NOTES TO THE CHEMIST [Vol. Bl.4 section XIV]

The package size of were deleted from the HOW
SUPPLIED section. This is acceptable.
Note the following from my previous labeling review:
In response to our labeling comment regarding the

package size of the firm indicated that
this package size is intended for distribution
They also

indicated that they have submitted stability

studies for this package size.

[Vol. B2.1, 3/19/97 correspondence/p.128)

This in not acceptable (per chemist). The chemist

[acting team leader) plans to notify the firm via

phone regarding the package size - and also
[I was informed that the cap closure of the

is not satisfactory for marketing and

storage in a retail pharmacy, where it can be

opened and closed on repeated bases. Also, there

is an issue regardlng the

and a tampering issue. No data was submitted for

the package size of _. See comments under HOW

SUPPLED.

CLOSURE

120 mg, 180 mg, 240 mg and 300 mg
30s - CRC

500s - nonCRC

[Vol. 1.4, Section XIII]



10.

11.

12.

13.

14.

Marketing: TABLET STRENGTHS/PACKAGE SIZE _

L
NDA- 120 mg, 180 mg, 240 mg & 300 mg: 30s, _ & 100sUD
ANDA-120 mg, 180 mg, 240 mg & 300 mg: 30s & 500s

—

STORAGE/DISPENSING statements

STORAGE:

- -
-

USP: Preserve in tight containers

NDA: Store at controlled room temperature (59-86°F)15-30°C.
Avoid excessive humidity.

ANDA:Store at controlled room.temperature 15-30°C (59-86°F).
_ . Avoid excessive humidity.

-DISPENSING:

USP: Dispense in tight containers

ANDA:Dispense in tight, light resistant container as defined
in USP.

USP labeling requirements:

Indicate the Drug Release test with-which the product
complies.

The firm has deleted the text “A marketed” as requested.
Note the following from my previous labeling review:
I was informed by the Team Leader John Grace,
R.Ph. that the text “A_marketed”’,
Diltiazem Hydrochloride Extended-release
Capsule (Once-a-day Dosage) should not appear
generic firms insert labeling.

Differences between the RLD and ANDA insert iabeling:
a. OVERDOSAGE (Hypotension)
“Levarterenol bitartrate” instead of “norepinephrine”.

b. DOSAGE AND ADMINISTRATION (Concomitant Use With Other
Cardiovascular Agents)

Sublingual NTG

“Sublingual NTG"” instead of “Sublingual
Nitroglycerin”.

[These requests were made in my previous review].

The firm deleted the following text per our request.
Note from my previous review.
I was informed by the team leader, John Grace,
R.Ph. to request generic firms to delete the
following text:



15.

16‘

-AB to Cardigzem CD®

-Cardizem CD® is a registered trademark of Hoechst
Marion Rousell

-piltiazem hydrochloride Extended-release Capsules
USP which exhibit different pharmacokinetics are
also marketed. Please confirm you are dispensing
the prescribed formulation. :

- -
- -

NOTE:

-This differs and supersedes the labeling review
of 1/2/97 and FTR of ANDA 74-752 for submission
date 8/22/96 [Andrx/Diltiazem hydrochlorlde
Extended-release Capsules]

-In addition, this differs supersedes the
Diltiazem hydrochloride Extended-release Capsules
(Twice A Day Dosage) Labeling guidance dated
9/95).

Generic firms may retain the text “(Once a day dosage)”.
This is acceptable per Team Leader, John Grace R.Ph.

The following is from a previous review/reviewer's FTR.

a.

This issue of product differentiation was discussed and
is described in the 9/95 revised labeling guidance for
Diltiazem Hydrochloride Capsules USP (Twice-a-Day
Dosage) . Further discussion among J. Phillips, J.
Grace and A. Vezza resulted in the decision to defer
comment at this time regarding this issue. A
conference represented by DDMAC, the Labeling and ‘
Nomenclature Committee and OGD tentatively concluded
that the phrase "Drug X is AB to Drug Y." will be used
to designate tc which approved drug an ANDA will be
bioequivalent to. This is not official as of the
present time. Upon further discussion between J.
Phillips, J. Grace and A Vezza, the decision was made
to tell ANDRX to place the statements "AB to Cardizem
CcD*" and "Cardizem CD® is a registered trademark of
Hoechst Marion Rousell.”" on the container label.

This is a first generic.
The insert labeling of the listed drug references a

food effect. The applicant has done a single dose
food/fasting 3 way crossover study.

The 30s, and 500s container sizes are HDPE (white)
while the ire of #ith the capsules in
The are

impervious to light per chemist R. Rajagopalan.



Date of Review: June 10, 1997

Date of Submission: May 28, 1997
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Andna

PHARMACEUTICALS. INC.

June 25, 1998

. ORIG AMENDME; ;7
Mr. Douglas Sporn, Director - -
OFFICE OF GENERIC DRUGS, CDER, FDA | Y i
Document Control Room FACSIMILE
Metro Park North II AMENDMENT
7500 Standish Place, Room 150 .
Rockville, MD 20855-2773
Re: Eammﬂ:_Am:ndanANDAMSZDlltlazem lHydrochloride Extended-release

Capsules, USP (Once-a-day Dosage) 120mg, 180 mg, 240 mg & 300mg.
Dear Director Sporn:

Andrx Pharmaceuticals, Inc. (“Andrx”), today submits twelve (12) color printer’s proof
container labels for an original abbreviated new drug application (“ANDA”) for Diltiazem
Hydrochloride Extended-release Capsules, USP (Once-a-day Dosage) 120 mg, 180 mg, 240 mg
- and 300 mg dated September 22, 1995. This ANDA received tentative approval on September
15, 1997. Changes were made to the container labels based on labeling deficiencies received via
facsimile on Wednesday June 24, 1998. A copy of that facsimile correspondence is attached.

Andrx is providing two copies of this facsimile amendment to the Office of Generic Drugs,
an Archival Copy in a blue folder and a Chemistry Review Copy in a red folder.

This also certifies that, concurrent with the filing of this amendment, a true copy of the
amendment along with a certification that the contents are a true copy was sent to our local
district office in Maitland, Florida. This copy was sent as a Field Submission Chemistry Section in
a maroon folder.

Please direct any communications regarding this submission to me at the following
address:
4001 S. W. 47 Avenue
Ft. Lauderdale, FL 33314

If you need to telephone or send a facsimile, my numbers are (954) 581-7500 and

(954) 327-5389 (Fax).
RECEIVED
JUN 2 61999

Sincerely
Pz o, LRENERIG DRUGS
David A. Gardner
V. P, Regulatory Affairs/QA/QC

Thank you for your prompt handling of this amendment.

4001 S.W. 4TTH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 ¢ 954-581-7500 ® FAX: 954-587-1054
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June 23, 1998

- -
- -

Office of Generic Drugs, CDER, FDA
Metro Park North 1l

7500 Standish Place, Room 150
Rockville, MD 20855-2773

Re. ANDA 74-752. Diltiazem Hydrochloride Extended reiease Capsules. 120, 180. 240
and 300 mag. -

Dear Director, Office of Generic Drugs:

We previously informed your office that the legatl action filed against our company
by Carderm Capital L.P. and Hoechst Marion Roussel, inc. (the "Plaintiffs") for patent
infringement. That action was filed on January 31, 1396, alleges that the Andrx product
infringes United States Patent No. 5,470,584 (Plaintiffs did not sue for infringement of any
ot the five other patents listed in Andrx Pharmaceuticals' certification), and remains
pending at the District Court.

If your office has any questions regarding this information, please call me at (954)
321 5214

Vice President and Generat Counsel

SL.aal

G SWAPWNORXLEGALWND XPHARV DAS (L TR

3001 S.W. 47TH AVENUE. SUITE 201, FORT LAUDERDALE, FLORIDA 33314 ¢ 954-561.7500  FAX:954.587-1054
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Ehbi June 10, 1998 . I°
— — R men
Mr. Douglas Sporn /B_Q;:f:-._'\%ﬁt\k
Office of Generic Drugs. CDER, FDA
Metro Park North I - =
7500 Standish-Place. Room 150 o y e zen e s

Rockville, MD 20855-2773

~" Re: ANDA 74-752: Diltiazem Hydroc)i}oridé Extended-release Capsules [generic Cardizem® CD]
Final Approval Date

Dear Director, Office of Generic Drugs:

L S R L T

On December 29, 1995. in connection with the referenced ANDA;, ‘Andrx Pharmaceuticals,
Inc. (“Andrx™) forwarded Paragraph IV certifications, in the form attached hereto as Exhibit A, to
Marion Merrell Dow, Inc. [the NDA holder and exclusive licensee of the patents], Carderm Capital
L.P. [the owner of certain patents], and Elan Corporation [the owner of other certain patents], the
persons required to receive those certifications pursuant to 21 CFR 314.94(a )(12)(i)}(A) (4). As
evidenced by the copies of their signed return receipts, attached hereto as composite Exhibit B, those
certifications were received by Marion Merrell Dow, Inc. (now known as Hoechst Marion Roussel,
Inc.) and Elan Corporation on December 30, 1995 and by Carderm Capital L.P. on January 2, 1996.
Following receipt of those certifications, Hoechst Marion Roussel, Inc. and Carderm Capital Lid.
initiated legal action against Andrx alleging infringement of United States Patent No. 5.470,584.

That Complaint was filed on January 31, 1996, within the 45 day time frame required by 21
CFR §314.107(f), and remains pending. Accordingly, while the FDA tentatively approved the Andrx
ANDA on September 16, 1997, the FDA has been unable to make that approval effective until “the
expiration of the thirty-month period beginning on the date of the receipt of the notice provided
under paragraph (2)(B)(i)™. 21 CFR 355(4)(B)(iii). Pursuant to Recgulation §314.107(b)(3).
“approval may be made effective 30 months after the date of the receipt of the neotice of
certification by the patent owner or by the exclusive liccnsee (or their representatives).”

Andrx believes that its ANDA may be approved by the FDA on or after June 30, 1998, 30
months after the December 30, 1995 date its certifications were received by Marion Merrell Dow,
Inc. and Elan Corporation. In forming this belief, we note that the foregoing statute permits the FDA
to approve the ANDA following the expiration of the 30 month period (which began on December
30, 1995) and the regulation uses the term “or” (rather than “and’) when referring to the receipts by
the patent owner and exclusive licensee.

_ While the statute provides that this period may be extended or shortened by the
Court, no such order has been entered by the District Court and all of the parties to that litigation
have agreed that they will not seek the extension or shortening of such period.

4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 « 954.581.7500 » FAX: 954.587-1054

oo NOILVY0dd0D XHANY F€oTceLrse Y¥d 0S'€T 86-0T-90



If there are any quesn—';_;_regarding this information please contact me by tclcpfzonc at (954)
584-0300 and/or by fax at (954)792-1034.

Sincerely,

Chih-Ming Chen, Ph.D.
President

—_—B

ANDAX COMPANY

coo@® NOILVY0dY0D YUANY FCOTTBLTSE6 Y¥Vd 0S:CT 86-07.90
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June 2, 1998
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ORIG AMENDMENT CEIVE .
Mr. Douglas Sporn, Director N /.’ f‘.: \ HE D .r
OFFICE OF GENERIC DRUGS, CDER, FDA Jm @ 3 '%3
Document Control Room MINOR -
Metro Park North I AMENDMENT

7500 Standish Place, Room 150 ~ ﬁENch’DRUGS

Rockville, MD 20855-2773

Re:  Minor Amendment ANDA 74-752: Diltiazem Hydrochloride Extended-release
Capsules, USP (Once-a-day Dosage) 120mg, 180 mg, 240 mg & 300mg.

Dear Director Sporn:

Andrx Pharmaceuticals, Inc. (“Andrx’), today submits twelve (12) final printed container
labels for an original abbreviated new drug application (“ANDA”) for Diltiazem Hydrochloride
Extended-release Capsules, USP (Once-a-day Dosage) 120 mg, 180 mg, 240 mg and 300 mg
dated September 22, 1995. This ANDA received tentative approval on September 15, 1997.

With this amendment, all requirements for final approval as detailed in the
September 15, 1997 tentative approval letter have been satisfied:

1. Expii-ation of 30-month period (July 3, 1998) provided for in section
505(3)(4)(B)(iii) since the date of receipt (Jan. 2, 1996) of the 45-day notice
required under section S05(j)}(2)(B)(i);

2. Final printed package insert submitted May 8, 1998 (Minor amendment);

3. Final printed container Iabels provided with this submission, and

4. There have been no changes in the chemistry, manufacturing and control
data or any other conditions that were outlined in the abbreviated new

drug application since the date of tentative approval on Sept. 15, 1977.

Therefore, I would like to request that the Office of Generic Drugs change the tentative approval
for this product to a final approval on July 3, 1998.

Andrx 1s providing two copies of this minor amendment to the Office of Generic Drugs, an
Archival Copy in a blue folder and a Chemistry Review Copy in a red folder.

This also certifies that, concurrent with the filing of this amendment, a true copy of the
amendment along with a certification that the contents are a true copy was sent to our local
district office in Maitland, Florida. This copy was sent as a Field Submission Chemistry Section in
a maroon folder.

4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 * 954-581-7500 ¢ FAX: 954-587-1054
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Please direct any communications regarding this submission to me at the following
address:

— —
—

4001 S. W. 47 Avenue
Ft. Lauderdale, FL 33314
If you need to telephone or send a facsimile, my numbers are (954) 581-7500 and
(954) 327-5389 (Fax).

Thank you for your prompt handling of this amendment.

| uéincerely,

Dawvid A. Gardner
V. P., Regulatory Affairs/QA/QC

AN

a
ANDRX COMPANY
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Office of Generic Drugs, CDER, FDA ( ORIG AMENDMENT
DOCUMENT CONTROL ROOM -.-.  MINOR A / F
Metro Park North I _AMENDMENT iy

7500 Standish Place, Room 150
Rockville, MD 20855-2773

Re: ANDA 74-752: Diltiazem Hydrochloride Extended-release Capsules, USP
120mg, 180 mg, 240 mg & 300mg (Once-a-day Dosage)

Dear Director Sporn:

Andrx Pharmaceuticals, Inc. (“Andrx™), today submits twelve (12) final printed copies of
the package insert for an original abbreviated new drug application (“ANDA”) for Diltiazem
Hydrochloride Extended-release Capsules, USP 120 mg, 180 mg, 240 mg and 300 mg
(Once-a-day Dosage) dated September 22, 1995. The ANDA received tentative approval on
September 15, 1997. This submission 1s in response to a telephone conversation with Timothy W.
Ames on April 3, 1998 and is a follow up to a labelling Minor Amendment that was submitted on
February 18, 1998.

In addition, as required in the Tentative Approval letter, Andrx states the following:
There have been no changes in the chemistry, manufacturing and control data or any
other conditions that were outlined in the abbreviated new drug application since the

date of tentative approval on September 15, 1997.

Andrx is providing two copies of this minor amendment to the Office of Generic Drugs, an
Archival Copy and a Chemistry Review Copy.

This also certifies that, concurrent with the filing of this amendment, a true copy of the
mendment along with a certification that the contents are a true copy was sent to our local district

ffice in Maitland, Florida. This copy was sent as a Field Submission Chemistry Section. -

Please direct any communications regarding this submission to me at the following address:

4001 S. W. 47 Avenue
Ft. Lauderdale, FL 33314

If you need to telephone or send a facsimile, my numbers are (954) 581-7500 and

)54) 327-5389 (Fax),
-F vED
| RECEM

WAy 1§ 1998
GENZAiC DRUGS

4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 » 954-581-7500 * FAX:954-587-1054
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- - February 6, 1998

o

OFFICE OF GENERIC DRUGS, CDER, FDA

Document Control Room MINOR
Metro Park North I AMENDMENT
7500 Standish Place, Room 150 )
Rockville, MD 20855-2773

Re: Minor Amendment to ANDA 74-752: Diltiazem Hydrochloride Extended-release
Capsules USP (Once-a-day Dosage) 120mg, 180 mg, 240 mg & 300mg

Dear Director Sporn, Office of Generic Drugs:

Andrx Pharmaceuticals, Inc. (“Andrx™), today submits a minor amendment to an original
abbreviated new drug application (“ANDA”) for Diltiazem Hydrochloride Extended-release
Capsules USP (Once-a-day Dosage) 120 mg, 180 mg, 240 mg and 300 mg dated
September 22, 1995. This ANDA received tentative approval on September 15, 1997.

This minor amendment is being filed in order to provide container/closure information for
a ninety :ount package size for all four strengths that was inadvertently omitted from the
original application. The ANDA received tentative approval with a thirty (30) count and a five
hundred (500) count package for each strength. The bottles being used for the  ount packages
are . from the same manufacturer as those used for the 30 and 500 counts. The CRC
closure that is used on all four strengths is the same as the closure used on the 240 mg and
300 mg 30 count bottles which have received tentative approval. All of the appropriate
specifications and testing information are provided with this amendment. In addition, copies of
the packaging records for each strength are also included.

Andrx is filing two copies of this minor amendment, an Archival Copy in a blue folder and
a Chemistry Review Copy in a red folder. This submission consists of 126 pages which are
numbered at the bottom of each page.

This also certifies that, concurrent with the filing of this amendment, a true copy of the
amendment along with a certification that the contents are a true copy is being sent to our local

district office in Orlando, Florida. This copy will be sent in a Field Submission Chemistry Section
maroon folder.

¢ RECEIVEp
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Please direct any communications regarding this amendment to me at the following
address: .

4001 S. W. 47 Avenue, Suite #201
Ft. Lauderdale, FL 33314

- -
- -

If you need to telephone or send a facsimile, my numbers are (954) 581-7500 and (954)
327-5389 (Fax).

Thank you for your prompt handling of this amendment.

Sincerely,

David A. Gardner
- V. P., Regulatory Affairs/QA/QC

RECEIVED

o
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PHARMACEUTICALS, INC.
February 26, 1998 , .
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OFFICE OF GENERIC DRUGS, CDER, FDA

Document Control Room e '—MINQR Cg G
Metro Park North I AMENDMENT (ﬂ !

7500 Standish Place, Room 150 __ - - :or oy fENT (_(/7‘

Rockville, MD 20855-2773 GRiG Aaier ( S/

Re:  Minor Amendment ANDA 74-752: Dflﬁaiem Hydrochloride Extended-release
Capsules, USP (Once-a-day Dosage) 120mg, 180 mg, 240 mg & 300mg.

Dear Director Sporn:

Andrx Pharmaceuticals, Inc. (“Andrx’), today submits twelve (12) draft copies of the
revised final printed container labels - using a brand name - for an original abbreviated new drug
application (“ANDA”) for Diltiazem Hydrochloride Extended-release Capsules, USP (Once-a-day
Dosage) 120 mg, 180 mg, 240 mg and 300 mg dated September 22, 1995. This ANDA received
tentative approval on September 15, 1997.

On June 20, 1997, Andrx submitted to the Office of Generic Drugs twelve (12) final
printed labels for each container size for each strength for this ANDA. Those labels were
accepted with “no further changes” prior to the tentative approval using the generic name - _
Diltiazem Hydrochloride - for the product. Since the tentative approval, Andrx has decided to
market the generic version of Cardizem CD under the brand name of CARTIA XT. This brand
name approach will definitely help avoid the confusion for pharmacists who are trying to dispense
among all of the extended-release products of diltiazem hydrochloride. There is also possible
confusion when one particular compam , e.g. Andrx, is manuacturing and marketing more than
one diltiazem extended-release product. The following influenced this decision:

1) As shown in the attached table, there are a total of eight (8) extended-
release products of diltiazem hydrochioride that have been approved by FDA.
Seven (7) of the eight products are currently on the market and the eighth will be
marketed by Andrx once we receive final approval for the product and the
proposed labeling in this amendment.

2) In addition, 7 purchased from
B and began marketing the generic version of !
L in October of 1997 using Diltiazem Hydrochloride Extended-release Capsules
for the name of the product on the iabel. There is no “once-a-day dosage” on the

labelof ~ generic product, and in fact, the label is exactly the same as that

of s Diltiazerr. HCI ER Capsule which is taken twice daily (see

attachment following table). This is yet another extended-rel dikg E'VED
product on the market to cause confusion for the pharmacist m _a

properly fill 2 prescription for this product dosage form.

F£8 2 7 1998
4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 » 954.581.7500 o Qﬂ!‘ﬁm@ DRUGS



Hence, as indicated earlier, Andrx is proposingto use “CARTIA X7 as the brand name to
avoid confusiorrwith other diltiazem ER products.

Andrx is providing two copies of this minor amendment to the Office of Generic Drugs, an
Archival Copy in a blue folder and a Chemistry Review Copy in a red folder.

This also certifies that, concurrent with the filing of this amendment, a true copy of the
amendment along with a certification that the contents are a true copy was sent to our local
district office in Orlando, Florida. This copy was sent as a Field Submission Chemistry Section in
a maroon folder.

Please direct any communications regarding this submission to me at the following
address:

4001 S. W. 47 Avenue
Ft. Lauderdale, FL. 33314

If you need to telephone or send a facsimile, my numbers are (954) 581-7500 and
(954) 327-5389 (Fax).

Thank you for your prompt handling of this amendment.

Sincerely,

Dawvid A. Gardner
V. P, Regulatory Affairs/QA/QC

A
ANDRX COMPANY
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PHARMACEUTICALS, INC.

February 18, 1998

Office of Generic Drugs, CDER, FDA UriG AM?’ lPMENT
DOCUMENT CONTROL ROOM - - MINOR RGPS
Metro Park North IT AMENDMENT

7500 Standish Place, Room 150

Rockville, MD 20855-2773

Re: ANDA 74-752: Diltiazem Hydrochloride Extended-release Capsules, USP
(Once-a-day Dosage) 120mg, 180 mg, 240 mg & 300mg

Dear Director Sporn:

Andrx Pharmaceuticals, Inc. (“Andrx”), today submits twelve (12) “printer’s proof™
copies of the draft package insert for an original abbreviated new drug application (“ANDA”) for
Diltiazem Hydrochloride Extended-release Capsules, USP (Once-a-day Dosage) 120 mg, 180 mg,
240 mg and 300 mg dated September 22, 1995. The ANDA received tentative approval on
September 15, 1997. This submission is in response to a telephone conversation with Dr. J. D.
White at approximately 11:30 am on June 17, 1997 and is a follow up to a Telephone Amendment
that was submitted on June 20, 1997.

Andrx is providing two copies of this minor amendment to the Office of Generic Drugs, an
Archival Copy and a Chemistry Review Copy.

This also certifies that, concurrent with the filing of this amendment, a true copy of the
amendment along with a certification that the contents are a true copy was sent to our local
district office in Orlando, Florida. This copy was sent as a Field Submission Chemistry Section.

Please direct any communications regarding this submission to me at the following
address:

4001 S. W. 47 Avenue, Suite #201
Ft. Lauderdale, FL 33314

If you need to telephone or send a facsimile, my numbers are (954) 581-7500 and
(954) 327-5389 (Fax).

Thank you for your prompt handling of this amendment.

ARECEVED , |
FEB 10 998 Roed 2. ZenLoer

David A. Gardner

GENERIC DRUGS'- P-, Regulatory Affair/QA/QC

4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 e 954.581.7500 ¢ FAX: 954-587-1054



ANDA: 74-752 FIRM: Andrx Pharmaceuticgls, Inc.

— —

DRUG PRODUCT: Diltiazem Hydrochloride Extended-release Capsules, USP, 120 mg,
180 mg, 240 mg & 300 mg (Once-a-day Dosage).

Based on a telephone conversation on the morning of June 1:1, 1997 with Dr. J. D. White
regarding the package insert for ANDA 74-752, the following is being submitted:

Twelve (12) “printer’s proof” copies of the draft package insert.
The following changes were made to the package insert:

DESCRIPTION:
1.) Molecular formula corrected to include the “S” which was omitted.

2.) Following were deleted from the list of inactive ingredients:

CLINICAL PHARMACOLOGY
Hemodynamic and Electrophysiologic Effects
3.) Fourth paragraph, third sentence: extra spaces between “day” and
“dosage” in “(once-a-day dosage)” were deleted.

HOW SUPPLIED
4.) Rev date for the insert changed to 02/98.

There were no changes to aay other sections of the insert!

Attached at pages 3 through 10 is a copy of the revised insert. Attached at pages 11 through 23
is a side-by-side comparison of the insert submitted with the June 20, 1997 amendment vs. the
insert being submitted with this amendment. The differences between the insert submitted with
this amendment vs. the insert submitted with the June 20, 1997 amendment have been highlighted.
In addition, the side-by-side comparison of the two inserts has been annotated using the numbers
1. through 4. which correspond to the numbers assigned to the changes detailed above.

AN

ANDRX COMPANY
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PHARMACEUTICALS INC.
— —_ February 6, 1998
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OFFICE OF GENERIC DRUGS, CDER, FDA L o 1

Document Control Room - MINOR . ﬂ ~

Metro Park North I1 . AMENDMENT )

7500 Standish Place, Room 150 e - .

Rockville, MD 20855-2773 ] . e e T
Re: Minor Amendment to ANDA 74-752: Diltiazem Hydrochloride Extended-release

Capsules USP (Once-a-day Dosage) 120mg, 180 mg, 240 mg & 300mg
=

Dear Director Sporn, Office of Generic Drugs:

Andrx Pharmaceuticals, Inc. (“Andrx™), today submits a minor amendment to an original
abbreviated new drug application (“ANDA”) for Diltiazem Hydrochloride Extended-release
Capsules USP (Once-a-day Dosage) 120 mg, 180 mg, 240 mg and 300 mg dated
September 22, 1995. This ANDA received tentative approval on September 15, 1997.

This minor amendment is being filed in order to provide container/closure information for
a ninety sount package size for all four strengths that was inadvertently omitted from the
original application. The ANDA received tentative approval with a thirty (30) count and a five
hundred (500) count package for each strength. The bottles being used for the  :ount packages
are from the same manufacturer as those used for the 30 and 500 counts. The CRC
closure that is used on all four strengths is the same as the closure used on the 240 mg and
300 mg 30 count bottles which have received tentative approval. All of the appropriate
specifications and testing information are provided with this amendment. In addition, copies of
the packaging records for each strength are also inciuded.

Andrx is filing two copies of this minor amendment, an Archival Copy in a blue folder and
a Chemistry Review Copy in a red folder. This submission consists of 126 pages which are
numbered at the bottom of each page.

This also certifies that, concurrent with the filing of this amendment, a true copy of the

amendment along with a certification that the contents are a true copy is being sent to our local
district office in Orlando, Florida. This copy will be sent in a Field Submission Chemistry Section

maroon folder.
RECEnED
FEB 0 9 1999 D S\
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Please direct any communications regarding this amendment to me at the following
address:

—am— e
—— m——

4001 S. W. 47 Avenue, Suite #201
Ft. Lauderdale, FL 33314
If you need to telephone or send a facsimile, my r—lun;ber.s are (954) 581-7500 and (954)
327-5389 (Fax).

Thank you for your prompt handling of this amendment.

Sincerely,
a. M-—vé Q.
Dawvid A. Gardner
V. P., Regulatory Affairs/QA/QC

ANDRX COMPANY
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_ _ January 14, 1998
Mr. Douglas Sporn, Director - =
Office of Generic Drugs, CDER, FDA Attention: Timothy Ames
DOCUMENT CONTROL ROOM Withdrawal of Amendment
Metro Park North II dated ,
7500 Standish Place, Room 150 November 6. 1997
Rockville, MD 20855-2773
Re:  ANDA 74-752 Withdrawal of Amendment dated November 6, 1997 to: Diltiazem
Hpydrochloride Extended-release Capsules, USP, 120 mg, 180 mg, 240 mg & 300 mg
(Once-a-day Dosage).
Dear Mr. Spom:

Andrx Pharmaceuticals, Inc. (“Andrx”), is today submitting this letter in order to withdraw an
amendment to an original abbreviated new drug application (“ANDA”) for Diltiazem Hydrochloride
- Extended-release Capsules, 120 mg, 180 mg, 240 mg and 300 mg dated September 22, 1995. This
ANDA received tentative approval on September 15, 1997. The amendment was dated November 6,
1997 and was originally submitted as a Special Supplement - Changes Being Effected but was converted
to an amendment because this ANDA has only received tentative approval and not final approval.

The amendment was originally submitted in order to revise the specification for the
dissolution test which is performed on our in-process extended-release (SR2) beads from not
less than .0 not less than at 18 hours. Based on a discussion on the afternoon of January 12,
1998 with Timothy Ames, Radhika Rajagopalan, et. al., if this specification is changed at this time, the
validity of the bio-batch could be questioned because the in-process SR2 beads used to produce the

product tested between and  atl8hoursin Therefore, based on this conversation,
Andrx 1s withdrawing the amendment. The specification for the in-process SR2 beads will remain not
lessthan . at 18 hours in ~ Asindicated in the April 4, 1996 Minor Amendment, this

dissolution test was added solely for patent infringement purposes.

This also certifies that, concurrent with the filing of this amendment withdrawal letter, a true
copy of the letter along with a certification that the content is a true copy was sent to our local district
office.

If there are any questions regarding this information please contact me at (954) 327-4413 (direct
dial) and/or (954) 327-5389 (Fax).

|  RECEIVED
Sincerely, —

David A. Gardner

V.P., Regulatory Affairs’QA/QC GENER|(C DRUGS

4001 S.W. 47th AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 » (954) 581-7500 ® FAX (954) 587-1054



September 15, 1997 - -

Office of Generic Drugs, CDER, FDA
Metro Park North II

7500 Standish Place

Rockville, MD 20855-2773
Attention: Peter Rickman

RE: ANDA 74-752 (Generic Cardizem CD)

Dear Mr. Rickman:

Per your request this morning, I hereby certify that to the best of my knowledge, no
iawsuit has been filed against Andrx Pharmaceuticals, Inc. for any alleged

infringement of the following five patents:

U.S. 5,439,689 - Expiration Date August 8, 2012

U.S. 5,364,620 - Expiration Date November 14. 2011

U.S. 5,286,497 - Expiration Date May 20, 2011

U.S. 5,002,776 - Expiration Date March 26, 2008
1.5, 4,894,240 - Expiration Date January 16, 2007

Please advise if any additional information is required.

Very truly )%

Chlh-Mmg Chen, Ph.D.
President

~001 §W 47th AVENUE, SUITE 201 FORT LAUDERDALF. “IORIDA 33314 » 934) 381-7500 ¢ FAX (9547 §87-1054
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s% September 10, 1997

NEW CORRESP

l

Office of Generic Drugs, CDER, FDA

DOCUMENT CONTROL ROOM e .

Attention: Peter Rickman %J TELEPHONE -

Metro Park North II / y REQUEST

7500 Standish Place, Room 150 P q\

Rockville, MD 20855-2773- -~ .\ S o

Re: ANDA 74-752:  Diltiazem Hydrochloride Extended-release le m
80mg 240 m e e

Dear Director, Office of Generic Drugs:

As required by 21 CFR 314.95(b), Andrx Pharmaceuticals, Inc. (“Andrx’), today submits
additional information to an original abbreviated new drug application (“ANDA”) for Diltiazem
Hydrochloride Extended-release Capsules, USP, 120 mg, 180 mg, 240 mg and 300 mg dated
September 22, 1995.

This submission is in response to a telephone conversation with Peter Rickman on
September 9, 1997. Mr. Rickman requested information to confirm that an additional notification
of a paragraph IV certification had been sent to Marion Merrell Dow, Inc. (a.k.a. Hoechst Marion
Roussel, Inc.), Carderm Capital L. P. and Elan Corporation, plc by registered or certified mail,
return receipt requested. The original notifications were sent by express mail, return receipt.
requested.

This is a certification that a Notice of Certification of Non - Infringement was sent by
certified letter to each person identified under 21 CFR 314.95(a) and that the notice met the
content requirements of 21 CFR 314.95(c). Copies of the letter, the proofs of mailing dated
July 9, 1996 and the signed return receipts are attached.

Andrx is providing three (3) copies of this submission (12 pages), an Archival Copy and |
two (2) review copies - one copy for the Chemistry Section and one copy for the Pharmacokinetic

Section.

Thus also certifies that, concurrent with the filing, a true copy of this submission along
with a certification that the content is a true copy was sent to our local dxstncﬁ%;ép A
| =IVED

'SEP 1 11997
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If there are any questions regarding this information please contact me at (954) 581-7500
extension 1413 and/or (954) 587-1054 (Fax).

—
— e

Sincerely,

Ao e boee

Dawvid A. Gardner
V.P., Regulatory Affairs/QA/QC

AN

ANDRX COMPANY
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PHARMACEUTICALS, INC.

May 28. 1997
OFFICE OF GENERIC DRUGS, CDER, FDA NEW CORRESP
Document Control Room ’ - - FACSIMILE N ¢
Metro Park North II AMENDMENT

7500 Standish Place, Room 150
Rockville, MD 20855-2773

Re: Facsimile Amendment to ANDA 74-752: Diltiazem Hydrochloride Extended-release
Capsules USP (Once-a-day Dosage) 120mg, 180 mg, 240 mg & 300mg

Dear Director, Office of Generic Drugs:

Andrx Pharmaceuticals, Inc. (“Andrx”), today submits a facsimile amendment to an
original abbreviated new drug application (“ANDA") for Diltiazem Hydrochloride Extended-
release Capsules USP (Once-a-day Dosage) 120 mg, 180 mg, 240 mg and 300 mg dated
September 22, 1995. This amendment is in response to a facsimile received on May 19, 1997.

In addition to providing a facsimile copy of this amendment to the Office of Generic
Drugs, Andrx is also filing two (2) copies of this amendment. an Archival Copy in a blue folder
and a Chemistry Review Copy in a red folder. These copies will be sent by overnight courier on
May 29, 1997.

This also certifies that, concurrent with the filing of this amendment, a true copy of the
amendment along with a certification that the contents are a true copy is being sent to our local
district office in Orlando, Florida. This copy will be sent in a Field Submission Chemistry
Section maroon folder.

Please direct any communications regarding this amendment to me at the following
address:

4001 S. W. 47 Avenue, Suite #201
Ft. Lauderdale, FL 33314

If you need to telephone or send a facsimile, my numbers are (954) 581-7500 and (954)
587-1054 (Fax).

Thank you for your prompt handling of this facsimile amendment* -

Sincerely,
Aot 205

David A. Gardner

V. P.. Regulatory Affairs/QA/QC

4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 » 954.581.7500 ¢ FAX: 954-587-1054
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PHARMACEUTICALS, INC.

-_ —— October 8. 1996
'WC-E—;
Office of Generic Prugs, CDER, FDA - = BIOAVATLABIL (vy
DOCUMENT CONTROL ROOM TELEPHONE AMENDMENTN e o0
Metro Park North ] BIOEQUIVALENCE ¥ CURESR,
7500 Standish Place, Room 150 NC 812

Rockville, MD20855~ 2773

Re: Minor Amendment to ANDA 74-752: Diltiazem Hydrochioride Extended-release Capsules,
120 mg, 180 mg, 240 mg and 300 mg

Dear Director, Office of Generic Drugs:

Based on a telephone conversation with Drs. Keith K. Chan, Jason A. Gross and Andre J.
Jackson of the Bioequivalence Section of OGD on Fuesday August 27, 1996, the following
information is being submitted as a minor amendment to ANDA 74-752, Diltiazem
Hydrochloride Extended - relcase Lapsules 120 mg 180 mg, 240 mg and 300 mg that was
submitted by Andrx Pharmaceuticals, Inc.: -

Dissolution data at = _m for all four strengths of the drug product (120 mg, 180 mg,
240 mg and 300 mg) in the followlng media:

Andrx is providing two (2) copies of the amendment (14 pages) - an Archival Copy and a
Pharmacokinetic/Bioequivalence review copy.

If there are any questions regarding this 1nformatlon please contact me at (954) 581-7500
and/or (954) 587-1054 (FAX). < - o

Thank you for your prompt attention to the processing of this information.

T - . Sincerely,
"RECEMED 1 5 . o
focr 0 9 199% David A. Gard;ler

V. P., Regulatory Affairs/QA/QC

GENERIC DRUGS

4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 ¢ 954.581-7500 » FAX: 954-587-1054



andna,

PHARMACEUTICALS, INC.

February 27. 1997

NEW CORRESP

OFFICE OF GENERIC DRUGS, CDER. FDA e

Document Control Room - -FACSIMILE
Metro Park North 11 AMENDMENT
7500 Standish Place. Room 150

Rockville, MD 20855-2773

Re: Facsimile Amendment to ANDA 74-752: Diltiazem Hydrochloride Extended-release
Capsules USP (Once-a-day Dosage) 120mg, 180 mg, 240 mg & 300mg

Dear Director, Office of Generic Drugs:

Andirx Phannacenticals, inc. ("Andrx”). today submits a facsimile amendment to an
origiral abbreviated new dry application (*ANDA”) for Diltiazem Hydrochloride Extended-
release Capsules USP (Once-a-day Nosage) 120 mg. 180 mg, 240 mg and 300 mg dated
September 22. 1995, This amendmert is in response to a facs:mile received on January 30, 1997.

in addition to providing a lacsimile copy of this amendment o the Office of Generic
Drugs, Andrx is aiso fling two (2) copies of this amendment, an Archival Copy in a1 blue foider
and & Chemistry Heview Copy in a red folder.

This alsa ceriitizs that. concurrent with the £iling of this amendment. a true copy ot the
amendment aleng with a certitication that the contents are a true copy was sent to cur iocal
district office in Orlando. Florida. This copy was sent in a Field Submission Chsmistry Scetion
maroon folder.

Please direct any communications regarding this amendment to me at the folioving

address: .
RECEIVED
4001 S. W. 47 Avenue. Suite #20?

Ft. Lauderdale, FL 33314 FEB 26 1997

If you need to telephone or send a facsimile. my numbers S84 75310 and 954
587-1054 (Fax). aGE%@mC phoes™

Thank you for your prompt handling of this facsimile amendment.

Sincerely,

David A. Gardner
V. P.. Regulatory Affairs/QA/QC

4001 5.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 » 954.581.7500 * FAX:954.587-1054
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PHARMACEUTICALS, INC.

March 19, 1997

OFFICE OF GENERIC DRUGS, CDER, FDA

Document Control Room - <« TELEPHONE REQUEST
Attn.: Radhika Rajagopalan Addition to
Metro Park North II FACSIMILE AMENDMENT

7500 Standish Place, Room 150
Rockville, MD 20855-2773

Re: ANDA 74-752: Diltiazem Hydrochloride Extended-release Capsules USP
(Once-a-day Dosage) 120mg, 180 mg, 240 mg & 300mg

Dear Director, Office of Generic Drugs:

Andrx Pharmaceuticals, Inc. (“Andrx™), today submits up-dated specifications to an
original abbreviated new drug application (“ANDA”) for Diltiazem Hydrochloride Extended-
release Capsules USP (Once-a-day Dosage) 120 mg, 180 mg, 240 mg and 300 mg dated
September 22, 1995. This submission is in response to a telephone conversation with Ms.
Radhika Rajagopalan this morning, March 19, 1997 and is an addition to the Facsimile
Amendment filed on February 27, 1997.

In addition to providing a facsimile copy of this information to the Office of Generic
Drugs, Andrx is also filing two (2) additional copies, an Archival Copy and a Chemistry Review
Copy.

This also certifies that, concurrent with the filing of this amendment, a true copy of the
amendment along with a certification that the contents are a true copy was sent to our local
district office in Orlando, Florida. This copy was sent as a Field Submission Chemistry Section.

Please direct any communications regarding this submission to me at the following
address:

4001 S. W. 47 Avenue, Suite #201
Ft. Lauderdale, FL 33314

If you need to telephone or send a facsimile, my numbers are (954) 581-7500 and (954)
587-1054 (Fax).

Thank you for your prompt handling of this addition to our facsimile amendment.
et L

. hm

a Sincerely
MATY 1897 ’
" Nl . T Bewr
e e e A David A. Gardner
(sciNedio DiU8O V. P, Regulatory Affairs/QA/QC

4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 ¢ 954.581-7500 ¢ FAX: 954-587-1054

MNP L T e T
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PHARMACEUTICALS, INC »»/‘1’ :
March 10.1997 = . R

. — . e

OFFICE OF GENERIC DRUGS, CDER, FDA

Document Control Room - e - T
Attn.: Radhika Rajagopalan ‘ Addition to

Metro Park North II F NDMENT
7500 Standish Place, Room 150 :
Rockville, MD 20855-2773

Re: ANDA 74-752: Diltiazem Hydrochloride Extended-release Capsules USP
(Once-a-day Dosage) 120mg, 180 mg, 240 mg & 300mg

Dear Director, Office of Generic Drugs:

Andrx Pharmaceuticals, Inc. (“Andrx™), today submits up-dated specifications to an
original abbreviated new drug application (“ANDA”) for Diltiazem Hydrochloride Extended-
release Capsules USP (Once-a-day Dosage) 120 mg, 180 mg, 240 mg and 300 mg dated
September 22, 1995. This submission is in response to a telephone conversation with Ms.
Radhika Rajagopalan this morning, March 10, 1997 and is an addition to the Facsimile
Amendment filed on February 27, 1997.

In addition to providing a facsimile copy of this information to the Office of Generic
Drugs, Andrx is also filing two (2) additional copies, an Archival Copy and a Chemistry Review
Copy.

This also certifies that, concurrent with the filing of this amendment. a true copy of the
amendment along with a certification that the contents are a true copy was sent to our local
district office in Orlando. Florida. This copy was sent as a Field Submission Chemistry Section.

Please direct any communications regarding this submission to me at the following
address:

4001 S. W. 47 Avenue, Suite #201
Ft. Lauderdale, FL 33314

If you need to telephone or send a facsimile, my numbers are (954) 581-7500 and (954)
587-1054 (Fax).

Thank you for your promptilanaliéﬁgi'vgﬂioﬁ to our fac§imile amendment.
MAR Y 1 1997 Sincerely,
it Qo i Lroan
GENERIC DRUGS David 4. Gardner

V. P., Regulatory Affairs/QA/QC

4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 » 954-581-7500 * FAX:954.587-1054



ANDA: 74-752 FIRM: Andrx Pharmaceuticals, Inc.
DRUG PRODUCT: Diltiazem Hydrochloride Extended-release Capsules

The following up-dated specifications are being submitted as requested by Ms. Radhika
Rajagopalan:

—

Diltiazem Hydrochloride Extended-release ) ~ Code#-...
Diltiazem Hydrochloride Extended-release 1 , , Blended Code #
Diltiazem Hydrochloride Extended-release } ., Code#"-
Diltiazem Hydrochloride Extended-release P . ), Blended Code #

The change to these specifications occurred in the dissolution test. Except for the dissolution test
on the SR2 pellets (code#s- =~ jin_ -, the paddle speed for all of the other tests

was changed from © 1



Ande ..

PHARMACEUTICAL

:\X\ September 22, 1995
N )

—_ —_— AT L
Office of Generic Drugs \X a J f}\ A /

CDER, Food and Drug Administration Yo Ny
Metro Park North - - n ;O/U
7500 Standish Place, Room 150 O
Rockville, MD 20855 L

Re: ANDA for Diltiazem Hydrochloride Once - A - Day Extended - Relcase Capsules
Dear Director, Office of Generic Drugs:

Andrx Pharmaceuticals, Inc. (“Andrx”) today submits an original abbreviated new drug
application (“ANDA”) seeking approval to market 120 mg, 180 mg, 240 mg and 300 mg
Diltiazem Hydrochloride Extended - Release Capsules based on a 300 mg capsule that is
bioequivalent to the reference listed drug, Cardizem CD, manufactured by Marion Merrell Dow,
Inc. (also known as Hoechst Marion Roussell, Inc.) pursuant to NDA: 20-062.

This ANDA consists of twenty-two (22) volumes - sixteen (16) volumes for
bioequivalence and six (6) for the remaining technical information. Andrx is filing an archival
copy (blue folders) of the ANDA that contains all of the information required for the ANDA. In
addition, a review copy of the ANDA is being submitted which contains all of the information
found in the archival copy and is color coded as follows:

Orange: Bioequi\}alence which contains Sections I - VII
Red: Chemistry, Manufacturing & Controls which contains Sections I - V and VII - XIX.

For more detailed information on the organization of this ANDA, please refer to page
Intro v of the ANDA, “Executive Summary - Organization of the ANDA”.

Please direct any written communications regarding this ANDA to me at the address
listed below. If you need to telephone or send a facsimile, my numbers are (954) 327-4413
(direct dial) and (954) 587-1054 (fax).

This also certifies that, concurrent with the filing of this ANDA, a true copy of the
technical sections of the ANDA (including a copy of the 356h form and a certification that the
contents are a true copy of those filed with the Office of Generic Drugs) was sent to our local
district office. This “field copy” was also sent in red folders.

Thank you for your prompt W@mission.

Smcerely,

SEP 22 1995 3 % y

Dav1d A. Gardner
T d_RIC DRUGS V. P., Regulatory Affairs/QA/QC

4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 e 305-581-7500 * FAX:305-587-1054
Intro i
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PHARMACEUTICALS INC.
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-y e

- I November 22, 1995

Office of Generic Drugs, CDER, FDA - -
DOCUMENT CONTROL ROOM AP\
Metro Park North I B

7500 Standish Place, Room 150

Rockville, MD 20855-2773

Re: Amendment to ANDA 74-752: Diltiazem Hydrochloride Once-A-Day Extended-release
Capsules . o e DT I o

Dear Director, Office of Generic Drugs:

Andrx Pharmaceuticals, Inc. (“Andrx”), today submits an amendment to an original
abbreviated new drug application (“ANDA”) for Diltiazem Hydrochloride Extended-release
Capsules, 120 mg, 180 mg, 240 mg and 300 mg dated September 22, 1995.

The amendment consists of one volume which is divided as follows:

I. Packaging Records

1. Packaging reconciliation for all product strengths and all package sizes
Page 1.

2. Completed packaging records for 120 mg strength
597R001A Pages 2-13
597R001B  Pages 14 - 24
597R001C  Pages 25 - 35

3. Completed packaging records for 180 mg strength
598R0O01A Pages 36 - 47

598R001B  Pages 48 - 58 RECEIVED
S98R0O01C  Pages 59 - 69
4. Completed packaging records for 240 mg strength 26 YYS

599R001A  Pages 70 - 81

599R001B  Pages 82 - 92 - i

S99R00IC  Pages 93 - 103 GENERIC DRUGS
II. Certification Required by Generic Drug Enforcement Act of 1992

Page 104

Andrx is filing two (2) copies of the amendment, an archival copy in a blue folder and a
review copy in a red folder.

This also certifies that, concurrent with the filing of this amendment, a true copy of the

4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 * 305.581-7500 * FAX: 305-587-1054



amendment along with a certification that the contents are a true copy was sent to our local
district office. This “field copy” was also sent in a red folder.

—— ——

Please direct any communications regarding this amendment to me at the following
address:

4001 S.W. 47th Avenue, Suite 201
Ft. Lauderdale, FL 33314

If you need to telephone or send a facsimile, my numbers are (954) 327-4413 (direct dial) and
(954) 587-1054 (fax).

Thank you for your prompt handling of this amendment.

‘Sincerely,

L it A e Lo

David A. Gardner
V.P., Regulatory Affairs/QA/QC

AN

ANDRX COMPANY
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PHARMACEUTICALS INC.

et -

o "— ")’\M \ November 22, 1995 I)\

- ‘1 S
L.
Office of Generic Drugs, CDER, FDA 4 ( b S < RECEIVED
DOCUMENT CONTROL ROOM L q\"\ '
Metro Park North II - \'-} (s \ V24 1995
7500 Standish Place, Room 150 G

L &
Re: Amendment to ANDA 74-752: Diltiazem Hydrochloride Once-A-Day Extended-release
Capsules based on a refuse to file letter dated NOV 17,1995.

Dear Director, Office of Generic Drugs:

On November 17,1995, the Office of Generic Drugs issued a “refuse to file” letter for an
abbreviated new drug application for Diltiazem Hydrochloride Extended-release Capsules, 120
mg, 180 mg, 240 mg and 300 mg which was submitted by Andrx Pharmaceuticals, Inc. on
September 22, 1995. A review and response will be presented for each of the reasons listed for
retusing to file. Following that will be a listing of the information/documents that are being
submitted to supplement the application.

A review of the two reasons listed for refusing to file with our responses follows:

#1 Listed Reason:

You are required to completely package your exhibit batches in containers proposed for
marketing. Partial packaging, packaging into bulk storage containers, or a packaging for
which you are not seeking approval is not acceptable unless...dated February 8, 1995.

Response:
There appears to be a mis-interpretation or mis-understanding of documents that were

submitted with the application regarding the packaging of this product into containers of
The packaging of the product into :

was not done for the purpose of : , Andrx Pharmaceuticals intends to market a

container of In support of thxs fact, the following pages from the original

submission have been attached:

7295 - Production flow chart which indicates that the product - lot 600R001- is to
be packaged into three different sizes - bottles of 30, bottles of 500 and
. (For convenience, product/packaging reconciliation has
been added to the flow chart, which shows that all the product was
packaged.) -

4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 e 305-581-7500 e FAX:305-587-1054



7309~ Page from-manufacturing record - lot 600R001 - showing bulk prdﬂut
yield prior to packaging - sapsules.

7440 - First page of master packaging recard for lot 600R001A - bottles of 30.

7446 - Page from lot 600R01A showing the number of bottles of 30 packaged -
220. |

7452 - First page of master packaging record for lot 600R001B - bottles of 500.

7458 - Page from lot 600R001B shoWing the number of bottles of 500 packagéd -
172, _

7464 - First page of master packaging record for lot 600R001C - -

7470 - Page from lot 600R001C showing the number of . packaged
-3, ) |

7788 - Section one describes the container closure systems used for packaging the
product.

7790 - 7792 - Exact description of the container/closure system used for
each of the three package sizes for all four strengths of the product.

162 - Last page of the proposed package insert for the product which indicates

that the preduct will be suppliedina tor each strength.
40 - Proposed container label for for 120 mg strength
56 - Proposed container label for ) for 180 mg strength
72 - Proposed container label for for 240 mg strength
88 - Proposed container label for r 300 mg strength

8225 & 8278 - Accelerated and room temperature stability results for 300 mg
strength in

8453 & 8502 - Accelerated and rcom temperature stability results for 240 mg
strength in )0. '

8675 & 8724 - Accelerated and room temperature stability results for 180 mg
strength in :

AN

Al
ANDAX COMPANY



—— —ie.

8909 & 8955 - Aa:—ejl'gggt_ed‘ and room temperature stability results for 120 mg

strengthin. .
All of the information and data on the pages cited do I'ndicate that Andrx Pharmaceuticals
intends to market a - capsules for each strength of the product and that none
of the product was packaged exclusively for:

Since the entire batch for each strength Was packaged, the test results that were provided
in the original submission for each of the four strengths are valid - pages 8084 through
8087. (Copy of each page attached.)

#2 Listed Reason: _

In addition, while we note that you have provided a list of convictions, you have failed to
include information regarding convictions of affiliated persons responsible for the
development and submission of the application in addition to employees of the applicant.
Please note that contractors responsible for the development of data and other information
used to support approval of an application are “affiliated persons”. Please provide a
revised list of convictions with an original signature.

Response:
A revised list of convictions with an original signature will be provided in the amendment

to the original application.

Please note that pages 6869, 6870 and 6871 of the original submission were certifications
provided by our contract testing laboratories as required by the Generic Drug
Enforcement Act of 1992. Cories of the appropriate pages are attached.

As requested in the letter, three (3) additional copies of the analytical methods with validation for
the bulk drug substance and the finished dosage form are also being submitted.

Andrx Pharmaceuticals, Inc. is also amending the original submission with the following
information:

A packaging reconciliation sheet that shows the bulk product yield for each strength and
the number of capsules for each strength of product that were packaged into each size
container - bottles of 30, bottles of 500 and

Completed packaging records for 120 mg strength:
597R001A - Bottles of 30
597R001B - Bottles 01 500
597R001C -

AN
S
ANORX COMPANY



Completed packaging records for 180 mg strength:
598R001A - Bottles of 30
598R001B - Bottles of 500
598R001C-

Completed packaging records for 240 mg strength; _
599R001A - Botties of 30 B
599R001B - Bottles of 500
S99R001C- )

A revised list of convictions with an original signature.

Please direct any written communications regarding this information to me at the following
address:

4001 S.W. 47th Avenue,Suite 201

Ft. Lauderdale, FL. 33314 : :
If you need to telephone or send a facsimile, my numbers are (954)327-4413 (direct dial) and
(954)587-1054 (fax).

Thank you for your prompt attention to the processing of this information.

Sincerely,

David A. Gardner
V.P., Regulatory Affairs/QA/QC

ANORX COMPANY



ANDA 74-752

Andrx Pharmaceuticals, Inc.

Attention: David A. Gardner Uce Y &
4001 S.W. 47th Avenue, Suite 201 “
Ft. Lauderdale, FL 33314

[4¢
O

Dear Sir:

~ We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(j) of the Federal
Food, Drug and Cosmetic Act.

Reference is also made to our "Refuse to File" letter dated
November 17, 1995, and your amendment dated November 22, 1995.

NAME OF DRUG: - Diltiazem Hydrochloride Extended-release
Capsules, 120 mg, 180 mg, 240 mg and 300 mg

DATE OF APPLICATION: September 22, 1995 - -

DATE OF RECEIPT: September 22,- 1995

DATE ACCEPTABLE FOR FILING: November 24, 1995

We will correspond with you further after we have had the
" opportunity to review the application.

Please identify any communications concerning this application
with the ANDA number shown above.

Should you have qguestions concerning this application, contact:

es
Consumer Safety Officer
(301) 594-0350

L2 4N g/ ) I N

-'aerry‘vnrrtrps—~‘f)
Acting Director
Division of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research

ANDA 74-782
cc:

Enc
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PHARMACEUTICALS. INC.

— ——

Office of Generic Drugs, CDER, FDA

DOCUMENT CONTROL ROOM . ; N
Metro Park North II R CORITES? Ml o
7500 Standish Place, Room 150 - /\/ C

Rockville, MD 20855-2773 ) o
- 10 DR
Re: Amendment to ANDA 74-752: Diltiazem Hydrochloride Once-A-Day Eﬁﬁy -release
Capsules

Dcaerirector, Office of Generic Drugs:

As required by 21 CFR 314.95(b), Andrx Pharmaceuticals, Inc. (“Andrx”™), today submits
an amendment to an original abbreviated new drug application (“ANDA”) for Diltiazem
Hydrochloride Extended-release Capsules, 120 mg, 180 mg, 240 mg and 300 mg dated
September 22, 1995.

The amendment is a certification that a Notice of Certification of Non - Infringement was
sent by certified mail to each person identified under 21 CFR 314.95(a) and that the notice met
the content requirements of 21 CFR 314.95(c). Copies of the letter and the signed return receipts
are included in the amendment.

Andrx is providing three (3) copies of the amendment (nine pages), an archival copy and
and two (2) review copies.

This also certifies that, concurrent with the filing of this amendment, a true copy of the
amendment along with a certification that the content is a true copy was sent to our local district
office.

X
If there are any questions regarding this information please contact me at (954) 327-4413 :
(direct dial) and/or (954) 587-1054 (Fax). i

¥

Sincerely,

Mot B i b ey

David A. Gardner
V.P., Regulatory Affairs/QA/QC \ .

(

N

4001 5.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 * 954.581.7500 * FAX:954-587-1054
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PHARMACEUTICALS. INC.

February 5, 19 ’
— —_— QE(:E!\I D
Office of Generic Drugs, CDER, FDA
Attention: Tim Ames, HFD-600 : I FEB 0 6 1996
Metro Park North I1 ; , _
7500 Standish Place, Room 150 Bam dEN;_-m XN B 1o TR
Rockville, MD 20855-2773 /\/ -

Re: ANDA 74-752: Diltiazem Hydrochloride Once-A-Day Extended-release Capsules
Dear Director, Office of Generic Drugs:

As required by 21 CFR 314.107(f)(2)(i - iv), Andrx Pharmaceuticals, Inc. (“Andrx”),
today submits information regarding legal action which has been filed against Andrx by Hoechst
Marion Roussel, Inc. and Carderm Capital L. P. for patent infringement.

With regard to this matter, Andrx provides the following information:
(i) ANDA number: 74-752

(ii)  Name of abbreviated new drug: Diltiazem Hydrochloride Once-A-Day Extended -
release Capsules '

(iii) . Established name, strength and dosage form: Diltiazem Hydrochloride Extended -
release Capsules, 120 mg, 180 mg, 240 mg and 300 mg.

(iv)  Certification of patent infringement filing:

This is to certify that Hoechst Marion Roussel, Inc. and Carderm Capital L. P.
(Plaintiffs) have filed legal action against Andrx Pharmaceuticals, Inc.
(Defendant) alleging infringement of United States Patent No. 5,470,584. The
complaint was filed in United States District Court for the Southern District of
Florida - Miami on January 31, 1996 and has been given case number: 96-06121
(CIV- ROETTGER).

If there are any questions regarding this information please contact me at (954) 327-4413
(direct dial) and/or (954) 587-1054 (Fax).

Sincerely, ' Q

David A. Gardner
V.P., Regulatory Affairs/QA/QC

4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 ¢ 954.581-7500 ¢ FAX: 954-587-1054
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PHARMACEUTICALS, INC.

— _— ' March 25, 1996
SES AR
Office of Generic Drugs, CDER, FDA - -
DOCUMENT CONTROL ROOM e MAR 26 199

Metro Park North II ' o
7500 Standish Place, Room 1500~ e
Rockville, MD 20855 - 2773 .

Re: Minor Amendment to ANDA 74-752: Dzltzazem Hydrochlorzde Extended—release Capsules
120 mg, 180 mg, 240 mg and 300 mg

Dear Director, Office of Generic Drugs:.. ..

Based on a telephone conversation with Jason A. Gross of the Bicequivalence Section of OGD -
on Friday March 22, 1996, the following information is being submitted as a minor amendment
to ANDA 74-752, Diltiazem Hydrochloride Extended - release Capsules that was submitted by
Andrx Pharmaceuticals, Inc.:

Subjects were dropped from the multiple dose bioequivalence study for the
following reasons:

Subject
On day six (6) of Period I, prior to dosing, Subject - ‘had a PR interval

of 216. At this time the sponsor’s monitor was contacted and it was decided to
discontinue this subject’s participation in the study for safety reasons. This
subject was released from the clinic later that day after his PR interval returned to
within normal limits.

The following support information is being submitted for Subject
Page 4814 from the original ANDA filing
Page 5637 from the original ANDA filing

Memorandum from sarch
Copy of ECG from *
jectt
Subject ,, dropped from the study prior to initial dosing of Period II for

personal reasons.

The following support information is being submitted for Subject #
Page 4814 from the original ANDA filing
Page 5659 from the original ANDA ﬁlmg
Memorandum from

4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 ¢ 954-581-7500 * FAX: 954-587-1054



As requested, copies of the following are also included:

—

Release specifications for the 300 mg Diltiazem Hydrochloride Once-A-Day
Extended-release Capsule which includes the dissolution specification.
(Page 8030 from the original ANDA filing.) .. . -

—

Dissolution Standard Test Method for the 300 mg Diltiazem Hydrochloride
Once-A-Day Extended-release Capsule.
(Pages 8079 through 8083 from the original ANDA filing.).

[f there are any questions regarding this information please contact me at (954) 581-7500 and/or
(954) 587-1054 (FAX). . : R

Thank you for your prompt attention to the processing of this_information.

Sincerely,

Rawit @ 7 Loe
David A. Gardner
V. P., Regulatory Affairs/QA/QC
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PHARMACEUTICALS, INC.

April 4, 1996 )
= — RECEIVED

Office of Generic Drugs, CDER. FDA

DOCUMENT CONTROL ROOM . APR 0 5 1996
Metro Park North II

7500 Standish Place, Room 150 by R n
Rockville, MD 20855-2773 . 'C DRUGS

Re: Minor Amendment to ANDA 74-752: Diltiazem Hydrochloride Once-A- Day Extended-
release Capsules, 120 mg, 180 mg, 240 mg & 300 mg. — = A A ~-

Dear Director, Office of Generic Drugs:

Andrx Pharmaceuticals, Inc. (“Andrx”), today submits an amendment to an original
abbreviated new drug application (“ANDA”) for Diltiazem Hydrochloride Extended-release
Capsules, 120 mg, 180 mg, 240 mg and 300 mg dated September 22; 1995 -

The amendment is being submitted in order to revise the specifications for our in-process
extended-release (SR2) beads. Specifically, we are proposing to add a dissolution test in 1
3 the Diltiazem HCI Extended-release Pellets (SR2) - product code and Diltiazem
HC! Extended-release Pellets (SR2), Blended - product code : We are proposing a single
sampling time at eighteen (18) hours The explanation and rationale for this additional test are
attached to this leter. T

Andrx is providing three (3) copies of the amendment (23 pages) - an Archival Copy and
two (2) review copies (one copy for the Pharmacokinetic Section and one copy for the Chemistry
Section).

This also certifies that, concurrent with the filing of this amendment, a true copy of the
amendment along with a certification that the content is a true copy was sent to our local district
office.

If there are any questions regarding this information please contact me at ( 954) 327-4413
(direct dial) and/or (954) 587-1054 (Fax). --

Sincerely,

David A. Gardner
V.P., Regulatory Affairs/QA/QC

4001 S.W. 47TH AVENUE, SUITE 20t, FORT LAUDERDALE, FLORIDA 33314 ¢ 954-581-7500 * FAX:954-587-1054



ANDA 74-752

Andrx Pharmaceuticals, Inc. -
Attention: Mr. David A. Gardner JUL |1 1996
4001 S. W. 47" Avenue, Suite 201

Fort Lauderdale, FL 33314

Dear Mr. Gardner: -

This is in reference to your abbreviated new drug application
dated September 22, 1995, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and .Cosmetic Act, for Diltiazem
Hydrochloride Extended-release Capsules USP, (once a day dosage)
120 mg, 180 mg, 240 mg and 300 mg.

Reference is also made to your amendments dated November 22, 1995
and April 4, 1996.

The application is deficient and, therefore, not approvable under
Section 505 of the Act for the following reasons:

A. Chemistry Deficiencies
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LABELING DEFICIENCIES
1. GENERAL COMMENTS:

a. Revise the established name of your product

to read as follows -where it appears on
container labels and throughout the package
insert labeling:

Diltiazem Hydrochloride Capsules USP
(Once-a-day dosage)

Please note that "USP" is encouraged as this
product is the subject of a USP monograph..

b. Revise your storage statement to read,
*...temperature 15-30°C(59-86°F).".

2. CONTAINER (30s, 90s, 500s and.;!}_gpps)g

a. We note that you have included container’  °
labels for a package size of_ 50008 (drums).,,
Is this package size for distribution?” If
s0, please identify the end user. How is it

S



b.
colors, other means to differentiate the
strengths of your'products T :
c. We acknowledge ‘that you have proposed two T
versions of container labels. However, we. -
. prefer that you. revise-the:container. label. as
described in the first GENERAL COMMENT.
d. Please include the following statement on the
container label: '
Diltlazen,nydrochloride Extended—releaee
Capsules USP which exhibit different. -
pharmacokinetics are also marketed. j‘@""“
Please confirm you are dispensing the-
prescribed formulation. o
INSERT ”
a. GENERAL

i. Italicize "in vivo" and "in vitro"
throughout your insert labeling.

ii. Your choice of format for paragraph _
breaks makes it very difficult in some
instances to determine where one
paragraph ends and another starts, e.g,,
the last two paragraphs in the s
Hemodynamic and Electrophysiologic 5
Effects subsection of CLINICAL 2R
PHARMACOLOGY. Please consider a RERT

. different format for distingquishing -
paragraphs. .
b. TITLE
- See general comment.
c. DESCRIPTION . = ©

Page §

-possible for the provider to maintain UsP
standards with this container closure system
(tight, light-resistant container)

We encourage the use efwboxing, contrasting

i. Revise the third sentence to read:

The si:ructural formula is:

-



iii.

iv.

vi.

Page €

Include the molecular formula (caﬁuﬂgns
e HC1l).

Make the following revision,
"...moleculan.waight of 450.99."

Revise the third sentence of the second.

paragraph as. follows: Lot

Each diltiazem hydrochloride
extended-release capsule (once
daily dosage), for oral
administration, is formulated...

Regarding the use of the phrase "and;

other ingredients”. We refer you to USP

XXIII General Information, Chapter™ """

<1091>. Labeling-of Inactive~ e

Ingredients, which states that a trade:m

secret may be omitted from the list of*

inactive ingredients if the list states

"and other ingredients". The chapter
further states that an ingredient is
considered to be a trade secret only if
its presence confers a significant :
competitive advantage AND its identity
cannot be ascertained by the use of
modern analytical technology. If you
still elect to use the phrase "and other
ingredients", please provide supporting
data concerning the "trade secret"”
status of these ingredients, if not,
revise your labellng to include all
ingredients in the list.

You may delete the last line of this "
section. e

d. CLINICAL PHAFMACOLOGY

i.

Hemodynamic and Electrophysiologic &
Effects ,

A). Add the following text as the &
second and third sentences of.thﬁk
third paragraph°

.
In a double-blind parallel,
dose-response study utilizing
doses ranging from 90 to 540.:
mg once daily, a marketed



|

diltiazem. (See ADVERSE REACTIONS.)

Page 7

diltiazem hydrochloride

_ extended-release capsule
(once—-a-day dosage) lowered
supine diastolic blood
pressure in an apparent linear
manner over the entire dosage
range studied. The changes in
diastolic blood pressure,
measured at trough, for -
placebo, 90 mg, 180 mg, 360
mg, and 540 mg were -2.9, *
-4.5, -6.1, -9.5, and -10.5 mm
Hg, respectively. .

B). We acknowledge your comment
regarding the deletion of the
fourth paragraph of this subsection
‘since they refer-to-a specific> - -
study-using the-brand product. :
This. text should.be retained in
your labeling with the following -~
revision in the first sentence,
"...once daily, a marketed
diltiazem hydrochloride extended--
release capsule (once-a-day
dosage), increased...”.

-

ii. Pharmacokinetics and Metabolism

We acknowledge your comment regarding
the deletion of the last paragraph of
this subsection. As this paragraph
contains useful comparative information,
please retain it in your insert
labeling. Refer to "CARDIZEM tablets"
as "diltiazem tablets"” and "CARDIZEM: CD"
as "diltiazem hydrochloride extended-
release capsules (once-a-day dosage). -

WARNINGS (Cardiac Conduction)

Make the following revision to the last . ..
sentence of the first paragraph, "...of



|

£.

Page 8

—PRECAUTIONS

i. Carcinogenesis, Mutagenesis, Impairment
of Fertility

-
-

A). Revise the.first sentence as
follows:

A 24-month study in rats at. _.
oral dosage levels of up to
100 mg/kg/day and a 21-month-.
¢ z---gtudy in mice.at oral dosage:’
levels of up to 30 mg/kg/day
showed no evidence of
carcinogenicity.

B). Revise the last sentence as _
follows: S

...rats at oral dosages ct.up
to 100 mg/kg/day. v R

ii. Pediatric Use
...in pediatric patients...
ADVERSE REACTIONS

i. Make the féllawing revision to the
second paragraph,

...trials in patients receiving a
marketed diltiazem hydrochloride
extended-release capsule (once—a—
day dosing) product up to 60 mg.
with rates in placebo pat1ents*
shown for comparison. o

T
i

ii. Make the following revisions to the.
table:
: : Wiy :’5,;‘:- .
A). Revise the title to read s
"Diltiazem Hydrochloride Extendedr'
release Capsule (once-a-day) S
-Placebo...

. - ';\,;;l,,,ryls-
[ “

B). Revise the second column heading: to
read, "Diltiazem Extended-release
Capsule (once-a-day)".

. ~ e *, g T
bl A Eo8

.



4ii. Make the following revision in the
paragraph following the table:

.«.involving over 3200 patients,
the most.:.

iv. other (second paragraph)

A). Make the following revisions in the
first sentence: :

...diltiazem: allergic R

reactions, alopecia,
angioedema (including facial.
or periorbital edema),
asystole, erythema multiforme:
~(including-Stevens-Johnson:
syndrome, toxic epidermal
- - necrolysis), exfollatlve.,.f¢

R 2
>l l-_r
NS

B). Make the fdllowing revision in the A

penultimate sentence,
"...generalized rash, some
characterized...".

OVERDOSAGE

Add the following sentence as the penultlmate
sentence of the sixth paragraph:

Limited data suggest that plasmapheresis
or charcoal hemoperfusion may hasten
diltiazem elimination following
overdose.

DOSAGE AND ADMINISTRATION (Angina)

Make the following revision in the first
sentence of the last paragraph:

4. Antihypertensives. Diltiazem
hydrochloride extended-release .
capsules (once-a-day) have... -

HOW SUPPLIED
o . -'fg»?..n.

i. See comment regardlng the container size
"of ~ under CONTAINER. Pl

ii. Include the, "CAUTION: Federal law... ”
statement as it appears on your
container labels.

P A
i o
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iii. Include the, "Manufactured by- : :
— ——  statement consistent with your container
labels.

iv. 1Include the revision date for your
package insert:labeling.

Ve We encourage the inclusion of the
dispensing recommendations appearing on:
your container and the statement which:.
appears under the last comment for l
CONTATINER. e

Please revise your container labels and package insert e
labeling, as instructed above, and submit final prlnted—(ac:
printers proof) package insert labeling and final printed:”

container labels.. Please _note that final printed insert -

labeling is not required for tentative approval of an S

application if it is:granted with more than 90 days TR
remaining from the date when full approval can be e
considered. We will accept final "printers proof" for thc$“
insert only. . - R S

Please note that we reserve the right to request further
changes in your labels and/or labeling based upon further-
changes in the approved labeling of the listed drug or upon
further review of the application prior to approval. L
To facilitate review of your next submission, and in
accordance with 21 CFR 314.94(a) (8) (iv), please provide a
side-by-side comparison of your proposed labeling with your
last submission with all differences annotated and
explained.

In addition to the above comments please be aware of tha
following note:

T

The drug product dissolution specifications and in-agp
process speclfications are currently under review by-
the Division of Bioequivalence. This division will .
communicate to the chemistry reviewer the results of
the interim in-vitro dissolution test(s) and ‘
tolerances. These will be compared against the '
tolerances proposed by the firm and any discrepanc esr
will be communicated to you. At that time the labeIing
review will address the DESCRIPTION. section of’tium*fﬁ
package insert to the effect that the dissolution *

- test(s) and tolerances are pending. . 2 R
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The file op—this application is now closed. You are required to
take an action described under 21 CFR 314.120 which will either
amend or withdraw the application. The response to this letter
will be considered a MAJOR amendment and should be so designated
in your cover letter. Your amendment should respond to all the
deficiencies listed. A partial reply will not be considered for
review, nor will the review clock be reactivated until all
deficiencies have been addressed. You will be notified in a :
separate letter of any deficiencies identified in the _2_;mm
Bioeguivalence portion of your application. If you have B
substantial disagreement with our reasons for not approving this.
application, you may request an opportunity for a hearing. - .%-°

51ncerely yours,

e ]g 7-'/7'*/%
Frank 0. Boloombe &r”“ Ph.D. “‘5
Director e
Division of Chemistry II

Office of Generic Drugs
Center for Drug Evaluation and Research




s Andpe

BIOAVATLABILITY ~ PHARMACEUTI(‘ﬁEé =IVED

MG S = May 2, 1996
e [MAY 0 3 19%
Office of Generic Drugs, CDER, FDA GE
DOCUMENT CONTROL ROOM
Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855 - 2773

Re: Minor Amendment to ANDA 74-752: Diltiazem Hydrochloride Extended-release Capsules,
120 mg, 180 mg, 240 mg and 300 mg '

Dear Director, Office of Generic Drugs: ‘ -

Based on a telephone conversation with Jason A. Gross of the Bloequlvalence Section of OGD
on Wednesday April 24, 1996, the following information is being submitted as a minor
amendment to ANDA 74-752, Diltiazem Hydrochloride Extended - release Capsules, 120 mg,
180 mg, 240 mg and 300 mg that was submltted by Andrx Pharmaceuticals, Inc.:
1) A summary of the in-vitro dissolution test results for all four stregths of the
product in .nd SIF at sampling time points of 2, 12, 18 and 24 hours.
As requested, the data includes the average, range and coefficient of variation at
each time point in each medium. A discussion of the information being submitted
is also provided.

2) Finished product release specifications for 120mg( 180 mg " , 240 mg
and 300 mg - Diltiazem HCI Once-A-Day Extended-release Capsules
which includes the dissolution specification.

(Note: Per your request, we provided dissolution data in * - 12,12,18
and 24 hours but the specification submitted was for a single sampling time of 2
hours only.)

Andrx is providing two (2) copies of the amendment (12 pages) - an Archival Copy and a review
copy for Pharmacokinetics/Bioequivalence.

If there are any questions regarding this information please contact me at (954) 581-7500 and/or
(954) 587-1054 (FAX).

4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 * 954-581.7500 ¢ FAX: 954-587-1054



Thank you for your prompt-attention to the processing-of this information.

— ———
— —

Singerq.ly,

Nwoil B Lo Soar
David A. Gardner
V. P., Regulatory Affairs/QA/QC

ANORX COMPANY
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PHARMACEUTICALS INC. e - S C

e .

= — 54” { #*21% August 22. 1996

v IS/ -
ol /c ] RECEIVED

Office of Generic Drugs, CDER. FDA

DOCUMENT CONTROL ROOM MAJOR e
Metro Park North II AMENDMENT __ AUG 2 5 19%
7500 Standish Place, Room 150 »

Rockville, MD 20855-2773 E C[jn: JC DRLES

Re: Major Amendment to ANDA 74-752: Diltiazem Hydrochloride Extended-release
Capsules USP (once-a-day dosage).

Dear Director, Office of Generic Drugs:

Andrx Pharmaceuticals, Inc. (“Andrx”), today submits a major amendment to an original
abbreviated new drug application (“ANDA”) for Diltiazem Hydrochloride Extended-reieasc
Capsules USP (once-a-day dosage) 120 mg, 180 mg, 240 mg and 300 mg dated September 22,
1995. This amendment is in response to a Chemistry and Labellmg deficiency letter dated
July 11, 1996. -

Andrx is filing two (2) copies of the amendment, an Archival Copy in a blue folder and a
Chemistry Review Copy in a red folder.

This also certifies that, concurrent with the filing of this amendment. a true copy of the
amendment along with a certification that the contents are a true copy was sent to our local
district office. This “Field Copy™ was sent in a maroon - Field Submission Chemistry Section -
folder.

Please direct any communications regarding this amendment to me at the following
address:

4001'S. W. 47 Avenue, Suite #201
Ft. Lauderdale, FL 33314

If you need to telephone or send a fasimile, my numbers are (954)581-7500 and (954)
587-1054 (FAX).

Thank you for your prompt handlicg ot this amendment.

Sincerely,

Mot d dhen
David A. Gardner

V. P.. Regulatory Affairs/Q4./QC

4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 ¢ 954.581.7500 ¢ FAX:954.587-1054



P 3807 &3 87}

RECEIPT FOR CERTIFIED MAL -
NO 2150Aa60E COVERAGE EROMDED
0! RN INTEONATIORAL M2

t8e» Raverge:
Usarsz »aT10D Herrell JoW, "Inc.
1aka aoechsc Marion ROUSSElﬁ Ing.
9 &Kirwal an

2110 East Galbraith Road !
LV = p

"¢incinaaci OH 45215~6300§

banss : 5-_-_/; ?

o prttan Fan { :‘:

Srroa: N rc:- »q?

T e
. n-nmwwwﬁ [

| By hvcwﬂqvw

In aremant Sola L

Roturn RELE-£L $NOWNG
Oute. Ang Meress of

TOAL vm‘dmtm

FasimYs or Dt

SN I L I

S Foim 31800, June 1985

&
3
?

nano099



. SENDE R Compiete items 1 gnd 2 whaen additions) servicet are desirad, end compiete iterns 3 and 4

' Putenar agaress in tve "RETURN TO” toscs on the reversa sids. Failure t0 90 it will prevert this
L4t e BaIng reurred 10 YOu. m receipt fee will
, S9iie rB3 10 M0 the

9 you namse gf the
g Qe of u-uw? for aggivonsi the foHowing serviens sre

,r;m.un-r 151 tess enc cneck box{ezl for sdditional secvice(s) requasted.
11 Show (0 whom delivered. dete, and addrewes’s stdren.

nauly

2. 8 mmmuwm
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» - hereby certified that a copy of this Notice has been sent
Ty vortified mafl, return receipt requested to:

. ider of New Drug Application {or Cardizem CD
“av.on Merrell Dow,Inc.
s«xa dOechst Marion Roussel, Inc.
... BEas*t Galbraith Road
.avinnati, OH 45215-6300

. vwner cf U.S. Letters Patent No. 5,286,497; 5,439,689 and
. A ~,583

Tergere Capital L.P.

a3 Mr. Peter Safir, Agent
Xleinfeld, Kaplan and Becker
-i40 Ninetsenth Street
sasnington, DC 20036-6601

Twner cf U.S. Letters Patent Nos. 4,894,240; 5,002,776 ana
T,364.620

[1a]

ian Corporation, PLC

Mr. Gary Frischling, Agent
.l & Manella

~venue of the Stars
angeles, CA 90067-4276

s N

-
n
~

o)
ra
~
Z
S

fon

Anarx Pharmaceuticals, Inc.

es V. Costigan
Hedman, Gibson & Costigan
1185 Avenue of the Americas
New York, NY 10036-2601
(212) 302-8989
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;-:~:_Tpes Aot Come within each of the ten (10) particular ranges
: prroent dissolution under the conditions of claim 1 of U.S.

w37 980 because 1t has a different dissolution profile. Claims
it ana 22 of U.S. 5,439,689 are directly or indirxectly

Aperdent on claim 1 of U.S. $,439,689, and are not infringed

-
I

oLy ey e

~zatie cflaim 1 of U.S., 5,439,689 is not infringed. Claims 14-21
z:& ot .ntringed because they are directed to a delayed release
- mpecition where the release profile has three (3) particular

ranges . “he Andrx product has an in vitro dissolution profile
~ten does not come within each of the three (3) particular
i1.nges of percent dissolution under the conditions of claim 14 of
L 3. ©,339,689 because it has a different dissolution profile.

. Lakmy ‘5»21 of U.S. 5,439,689 are directly or indirectly
<op=iuéent on claim 14 of U.S. 5,439,683, and are not infringed
roacguse claim 14 of U.S. 5,439,689 is not infringed.

"aimy —-28B of U.S. 4,894,240 will not be infringed by the
~+xirng, wusing or selling of the Andrx product because the Andrx
codelt does not contain a core comprising diltiazem or a

v -iuutically acceptable salt thereof in association with an
yan.o acid which is a limitation that is in claim 1l of U.S.

29: 240, Claims 2-27 axe all djrectly or indirectly dependent
i ot U.S. 4,894,240 and are not infringed because claim
4,894,240 is not infringed.

B T

Coaas .20 of U.S. 5,002,776 will not be infringed by the

ikl 4, us:ing or selling of the Andrx product because the Andrx

o ou T does not contain a core comprising diltiazem or a

pnarmaseutically acceptable salt thereof in association with an

nogance acid which is a limitation that is in claim | of U.S.

© LTy .t Tlaims 2-~20 are all directly or indirectly dependent

i Loet Uls,. 5,002,776 and are not infringed because claim

- ... 5,002,776 would not be infringed by the Andrx product.

-

eron 175 of U.S. 5,364,620 will not be infringed by the making

-2n1 or selling of the Andrx product because the Andrx product

- 1 2 formulation comprising pellets having a core comprising
1.t azem or a pharmaceutically acceptable salt thereof in

*nsT° "ation with an organi{c acid which is a limitation that is in

ar= oot U.S. 5,364,620. Claims 2-20 are all directly or
~nairnc:1y dependent on claim 1 of U.S. 5,002,776 and are not
‘ ~—--~’1 Fecause claim 1l of U.S. 5,002,776 would not be

~:.yed By the Andrx product. Each of the claims of U.S.

- 361 €22 is directed to a method of treating, controll;ng or
: v 1nqQ either blood pressure or angina attacks in particular

1.2%s by using a formulation comprising pellets having a core
vmpu-ai .3 diltlazem or a pharmaceutically acceptable salt

-t in asgociation with an organic and Andrx will not make,

‘¢ aii 1 product having a core which contains an organic

000005
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—: United States Food and Drug Administration has received

.
¢

‘n =tbn:aviated new drug application from Andrx which contains
‘i juzvalence data which shows that the Andrx once a day

LT S
POPYES

PSP P

[
- -

o

Ty
L4

par

.em product is bioequivalent .to Cardxzem CD.

‘re Andrx Abbreviated New Drug Appllcatlon Serial

-3

T3-752.

<he established-nama fox.the.proposed. drug product is

“‘"“I*T‘Ezeﬂ hydrochloggge Extended-Eslease Capsule.

-

PR

Fiv)

Tdume

s

active ingredient for the propased drug product is

ieom hydrochloride; the dosage forms are & once a day oral

"~ Fen -SSR T

.ie that will be sold 1n mulg;ple strengths of 120mg; 180mg
Than’ JQOmg.

R E P S

L. The f£o1l owlng p;tents which have been lzsted in Appxoved Drug

P St

e

‘v Cad sl

-

r

cALILs are known-to Andrx and are anal;d and wxll ot be

13:;de product (Andrx product)

.~8€,397 - Expiration Date May 20. 2011

©.132,689 - Expiration Date August 8, 2012

L

70,584 - Exp;ration Date May 20, 2011

554,:40 - Evnxratian—Date January-6,7°2007 - e

ey oy

22.776"> Expiration Date March 26, 2008

~. 184,620 - Expiration DaAte “Noveniber 14, 2011

patents which have been listed in Approved Drug Products

«¢. be infringed by the Andrx product for the following

T

G

PO S I A

i
-4

‘3 of U.S. 5,286,497 will not be infringed by the
ging or selling of the Andrx product because the Andrx
ces not exhibit the patented in-vitro dissolution
under the conditions of measurement that are set forth in
sms of U.S5. 5,286,497 and iz therefore outside of the
* vhe invention which is patented by U.S. 5,286,497,
<+ U.8. 5,286,497 1s limited to a blend of two types of

:2¢m Deads which either saparately or in combination exhibit

-
PRNTN
“ -

rarticular ranges of percent dissolution of total

2



¢
¢

;. "TZ:em :n vIEro under test conditions which are set forth in
Lz 7. .. The Andrx product has an in vitro dissolution profile
<nL~c, iues not come within each of the ten (10) particular ranges

¢ . srrent dissolution under the conditions of claim 1 of U.S.

Ll , %7 pecause it has a différent dissoclution profile. Claims
-t ¢t J.S. 5,286,497 are directly or indirectly dependent on
t2. .. : of U.S. 5,286,497, and are not infringed because claim 1
: 3. +,286,497 is not infringed.

ic.-8 (-9 of U.S. 5,470,584 will not - be infringed by the making,
isiny or selling of the Andrx product because the Andrx
ieL_ ez release product does not exhibit the patented in-vitro
its.-lution profile under the conditions of measurement that are
:et "orfn in the claims of U.S5. 5,470,584 and is therefore

.~ =:4. of the scope of the invention which is patented by U.S.
e 7 .NR4 . (Claim 1 of U.S. 5,470,584 recites a delayed release
1.7 z2rem formulation that -has three (3) particular ranges of

e: .5+ dissolution of total diltiazem in vitro under test

L -uns which are set forth ipn claim 1. The Andrx product has
= o 1tro dissolution profile which does not come within each
t " le three (3) particular ranges of percent dissolution under
e cuaitions of claim 1 of U.S. 5,470,584 because it has a
Y- rent dissolution profile. Claims 2-9 of U.S. 5,470,584 are
= % .y °or indirectly dependent cn claim 1 of U.S. 5,470,584,

- not infringed because c¢laim 1 of U.S. 5,470,584 is not
mri_onged. Tlaims 1-9 of U.S. 5,470,584 are invalid because they
e patentable under 35 U.S5.C.§102 or 35 U.S.C.§103 over
364,620 which discloses diltlazem pellets which are the

[k

'
19

)

an~ 4r tYhe subject matter of the claims of U.S. 5,470,584,

«G-i> 2 0of U.S. 5,470,584 are also invalid under 35 U.S5.C.§$112
2. 2.5v they are ;wdeflnite and fajil to point gyt what the
:;‘;;:nt cegards as the invention by failing to provide an

Sl e Lent ya51s for the terms diltiazem bead and diltiazem core;
40 - lariing to disclose the best mode for the practice of the
R S T 1Y y tailing to provide in Example 3 a2 description of how

+ »r:» The preferred formulation. Claims 1-9 are invalid under
' ".§132 for introducing new matter in that the term
..y release dlltiazem formulation' was not disclosed in the
ri='neily filed application.

axms L 22 of U.S5. 5,439,689 will not be infringed by the

rl7.5. using or selling of the Andrx product, which will be sold
"ac rtreatment of hypertension and angina, because the Andrx

soed release bead does not exhibit the {n-vitro dissolution

1.lw under the conditions of measurement that are set forth in

« thwrus of U.S. 5,439,689 and is therefore outside of the

cr- £ the invention which is patented by U.S. 5,439,689. Claim

t: 1 3. 5,439,689 is limited to a delayed release bead that has

=7 .t particular ranges of percent dissolution of total

Triesin in vitro under test conditions which are set forth in

-

resr 2. The Andrx product has an in vitro dissclution profile

3

T

v
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Supplemental Patent Certification Under 21 CFR
§314.94 and Supplemental Notice of Certification of
Invalidity or Noninfringement of a Patent Under 21
CFR §314.95 N

. Andrx Pharmaceuticals, Inc., (Andrx) having a place of
musot.ess At 4001 S.W. 47th Avenue, Fort lLauderdale, FL 33314
wrnny certifies to the following persons that it has filed an
*bbr~v:ated New Drug Application uynder 21 U.S.C.S§505{3)(2)(B)id
_or .ermission to sell a once & day diltiazem hydrochloride
~tu.:uT which is bloequivalent to Cardizem CD:

#ylaer of New Drug Application for Cardizem CD

vwsr-on Merrell Dow, Inc.

and sechst Marion Roussel, Inc.
e .J. Michael Dixon

.rporate Counsel

T 1{ East Galbraith Road

“.avinnati, OH 45215-6300

. ATree
1084

[a}

—»f U.S. Letters Patent Nos. 5,286,497; 5,439,689 and

[5)

.r2e2rm Capital L.P.

.3 Mr. Feter Satir, Agent
t:-ainteld, Kaplan and Becker
i1l Nlneteenth Street
4ashington, DC 20036-6601

.w»ner cf£ U.S. Letters Patent Nos. 4,894,240; 5,002,776 and
~,3€4,620

r:ar Corporation, PLC

.0 Mr. Gary Frischling, Agent
.r2:1 & Manella

07 Avenue of the Stars

s Angeles, CA 90067-4276

-
-
v
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fandnxa

PHARMACEUTICALS, INC.

e p— July 28. 1997

Mr. Douglas L. Spomn

Director -
Office of Generic Drugs, HFD-600

Center for Drug Evaluation and Research

Metro Park North II

7500 Standish Place -

Rockville, MD 20855-2773

Re: ANDA 74-752 ° Diltiazem Hydrochloride Extended-release Capsules, USP (Once-daily)
120, 180, 240 and 300 mg (Reference Drug - Cardizem CD™)

ANDA 74-852 Diltiazem Hydrochloride Extended-release Capsules, USP (Once-daily)
120, 180 and 240 mg (Reference Drug - Dilacor XR™)

Dear Mr. Spom:

~ We are writing to ascertain the status of the above ANDA 74-752 and 74-852.

David Gardner, Vice President of Regulatory Affairs of Andrx Pharmaceuticals, Inc., has been in
continuous contact with various members of the OGD staff who have provided constant assistance.
He has now been verbally assured that both ANDAs are in the final process of being approved.
However, based on the chronology of the major events for these two ANDAs (see enclosed tables),
we feel that the final processing by the OGD may be taking more time than expected. It would be
appreciated if you would review the status of these ANDAs so that we do not encounter any
unnecessary delays during this final approval stage.

Thank you in advance for any assistance that you can provide.

Sincerely, :

SL e

Chih-Ming Chen, Ph.D.
President

Enclosures

cc: D.A. Gardner - Regulatory Affairs

4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 * 954-581-7500 ¢ FAX: 954.587-1054



Andpa

PHARMACEUTICALS. INC.

September 10, 1997

.=z Drugs, CDER, FDA o

WA N CONTROL ROOM NEW CORRESP
«tteating Peter Rickman TELEPHONE /()Q_
Voo Pk North I ' REQUEST

07 Koandisn Place, Room 150
vooabe, N1DY  20855-2773

N {3A T3.782 Diltiazem hloride Extended-rele, .apsules, USP, 120 m
80 mg 240 m 00 m -1 D e
vy oo ffce of Generie Drugs:
. reduyed by 21 CFR 3 l4.95(b), Andrx Pharmaceuticals, Inc. (“Andrx”), today submits
. ven’ nThrmation 0 an original abbreviated new drug application (“ANDA”) for Diltiazem
iv et e farended-release Capsules, USP, 120 mg, 180 mg, 240 mg and 300 mg dated
et 998 :

"ty subnnssion is in response to a telephone conversation with Peter Rickman on
o e 2T Mr Rickman requested information to confirm that an additional notification
o -ann IV certification had been sent to Marion Merrell Dow, Inc. (a.k.a. Hoechst Marion

-se .2 {larderm Capital L. P. and Elan Corporation, plc by registered or certified mail,
“tinry 1o espt requested. The original notifications were sent by express mail, return receipt
[OPIT Y L

.5 «» o ceiTification that a Notice of Certification of Nor - Infringement was sent by
erifier’ voer 10 each person identified under 21 CFR 314.95(a) and that the notice met the
oo wen regquerements of 21 CFR 314 .95(c). Copies of the letter, the proofs of mailing dated
vtk the signed return receipts are attached.

s providing three (3) copies of this submission (12 pages), an Archival Copy and
. cupies - one copy for the Chemistry Section and one copy for the Pharmacokinetic

+. 4o certifies that, concurrent with the filing, a true copy of this submission along
« ~v ntsaticn that the content is a true copy was sent to our local district office.

i 41} AVENUE, SUITE 20}, FORT LAUDERDALE, FLORIDA 33314 ¢ 954-581.7500 = FAX: 954.587-1054



* there are any questions regarding this information please contact me at (954) 581-7500
exlemnon 413 and/or (954) 587-1054 (Fax).

—

—
——

Sincerely,

David A. Gardner
V_.P., Regulatory Affairs/QA/QC



BREBR

PHARMACEUTICALS, INC.
June 20, 1997

OFFICE OF GENERIC DRUGS, CDER, FDA :
Document Control Room -. -TELEPHONE

Metro Park North 11 AMENDMENT i
7500 Standish Place, Room 150 L ~ )
Rockville, MD 20855-2773 A »” R TINCT PO i

Re: ANDA 74-752: Diltiazem Hydrochloride Extended-release Capsules, USP
(Once-a-day Dosage) 120mg, 180 mg, 240 mg & 300mg

Dear Director, Office of Generic Drugs:

Andrx Pharmaceuticals, Inc. (“Andrx™), today submits twelve (12) copies of final printed
container labels and eleven (11) copies of the draft insert for an original abbreviated new drug
application (“ANDA”) for Diltiazem Hydrochloride Extended-release Capsules, USP (Once-a-day
Dosage) 120 mg, 180 mg, 240 mg and 300 mg dated September 22, 1995. This submission is in
response to a telephone conversation with Dr. J. D. White at approximately 11:30 am on
June 17, 1997.

Andrx is providing two copies of this telephone amendment to the Office of Generic
Drugs, an Archival Copy and a Chemistry Review Copy.

This also certifies that, concurrent with the filing of this telephone amendment, a true copy
of the amendment along with a certification that the contents are a true copy was sent to our local —
district office in Orlando, Florida. This copy was sent as a Field Submission Chemistry Section.

Please direct any communications regarding this submission to me at the following
address:

4001 S. W. 47 Avenue, Suite #201
Ft. Lauderdale, FL 33314

If you need to felephone or send a facsimile, my numbers are (954) 581-7500 and (954)
587-1054 (Fax).

Thank you for your prompt handling of this telephone amendment.

RECEIVED Sincerely, .
JUN 2 3 agq David A. Gardner

V.P. i
GENEHIC DRUGS . P., Regulatory Affairs/QA/QC

4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 « 954-581-7500 ¢ FAX: 954-587-1054



ANDA: 74-752 FIRM: Andrx Pharmaceuticals, Inc.

DRUG PRODUEE: DiltiazemHydrochloride Extended-release Capsules, USP, 120 mg
180 mg, 240 mg & 300 mg (Once-a-day Dosage)

Based on a telephone conversation on the morning of June 17, 1997 with Dr. J. D. White
regarding the labeling for ANDA 74-752, the following is being submitted:

1) Twelve (12) final printed labels for each container size for each strength.

Per Dr. White, the label copy submitted with the May 28, 1997 Facsimile
Amendment was acceptable - no further changes.

2) Eleven (11) black and white draft copies of the package insert.
Per Dr. White, the following changes will be required in the package insert:

DESCRIPTION:
Correct the molecular formula to include the “S” which was omitted.

Delete the following from the list of inactive ingredients:

15

CLINICAL PHARMACOLOGY
m ami I iologi
Fourth paragraph, third sentence: delete the extra spaces between
“day” and “dosage” in “(once-a-day dosage)”.

Per Dr. White, the above revisions will not have to be made prior to tentative
approval of the ANDA but will, of course, be required for full approval.

A
ANDRX COMPANY



